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|3. Sex|4. Weight
IMALE | 35.4 kg

2. Outcomes attributed to adverse event [ I R R T I
7] death: [ ] disabil:ty | |
(X} life-threatering [ ] congenital anomaly [ i i b
{X} Hospitalization (X] reguired intervention to |4. Diagnosis for usel(indication)|5. Event. akated after use
initial or prolcnged prevent impairment/damage ! | stopped or dose reduced?
------- [ ] other | #1: | #1: [N/A)
.................................................................. L L T T T T
3. Date of event |4. Date of tkis report |
27/23/00 | 11/10/0C  mmee e e e oooseosooeso-o-o-eo-
—————————————————————————————————————————————————————————————————— 6. Lot # (if xnown) 7. Zxp. date|8. Event reappeared after
5. Describe evert cr problem | H reinrroduction
jastrointestinal bleeding #1: | #1: R )
R L EE L LR R R e T
1
‘ \
|9. (Not applicable to adverse drug event reports)
g I LT R e mmm e mme e
6. Relevant test/laboratory data. includinc dates [10. Concomitant medical products/therapy dates(exclude treatment)
PLEASE SEE ATTACHED } VERAPAMIL SR 1B0 MG TAB
| BACTRIM DS EQJIVALENT TAR
] ACETAMINCOPHEN S0C MG CAPLET
| PLEASE SEE ATTACHED
|========zss=ss=======s===s===s===sss=====ssss=ss=s===sz=s===s=z===%
------------------------------------------------------------------ |b. Suspect Medical Cevices
7. Other relevant History, including preexisting medical R i L L e
conditicns | Note: Flease use the actual MedWatch form iZ the event
87 year old male with a history of peptic ulcer disease ir | involves a suspected device as well as a suspect drug
2997, dementia, and supraventricular tachycardia. The |s==s==s========s======s==zs==z===c=z===s=zzzz=ssszs=sz=sc===2zTzz=======
patient was admitted after an episode of near syncope |E. Reporter
followed by melena that resulted in hospital admission in R e R I
PLEASE SEE ATTACHED |1. Name, address & phone #: PHARMACY SERVICE
=====z===ssss=ssss-ssszs=ssszsscssssssssssss=s=ss=axszsssss==sz=zs=3==ss==]1201 N W 16TH STREET
IMIAMI, FLORIDA 33125 324-4455
Mail to: MedWatch or FAX to: R et R
SE€00 Fishers Lane 1-800-FDR-0178 |2. Health professioral? |3. Occupation |4. Reported toc Mfr.
Rockville, MD 20852-9787 ] [YES] | PHARMACY RESID| [NC]

[S. If you don't want your identity disclosed to the Manufacturer,
| place an "X" in the box. [X]
FDA Form 3500 |

Submission of a repor- does not constitute an admission that medical personnel or the product caused or con:tributed to the event.
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ATTACHMENT PAG,
PATIENT ID: & SUSPECT MEDICATION: IBUPROFEN DATS OF EVENT: 7/23/0G
Section B. Part 6. Relevant Test/Laboratory Data Continued:
TEST: H3GB RESULTS: L 9.1 g/dL H:17.2/L:12.8 COLLECTION DATE: 7/25/00801:19
TEST: HCT RESULTS: L 27.4 % H:48.2/.:40.2 COLLECTION DATE: 7/25/C0R01:19
TBST: HGB RESULTS: L 3.4 g/dL H:17.2/L:12.8 COLLECTION DATE: 7/24/00@C7:0C
TEST: HCT RESULTS: L 28.3 % H:48.2/L:40,2 COLLECTICN DATE: 7/24/00@07:00
TEST: HGB RESULTS: L 10.8 g/dL H:17.2/L:12.8 COLLECTION DATE: 7/23/00@07:G0
TEST: HCT RESULTS: L 32.5 % H:43.2/L:40.2 COLLECTION DATE: 7/23/00€07:00
3ection B. Part 7. Other Relevant History Continued

. THe patien: had been self-administering ibuprofen. The patient received two units of packed red blood cells and
underwen= upper endosccpy which showed a prepyloric ulcer with brown eschar, but no active bleeding at the time of the
endosccpy. The patient remained hemodyramically stable after the transfusion and a ~ransfer was coordinated by the family
this facility.The patient underwent a secord erdoscopy which showed a 2 cm clean based ulcer in zhe ducdenal bulb with
ducdenitis. The stcmach hacé no ulcers. H-pylori was negative with CLO test. Throughout admission, the patient s kematocrit
remained stadle and the ulcer was treated with ranitidine and lansoprazole. He was discharged to a narsing home.
Section T. Part 1C. Corcomitant Dxrugs Continued
TIMOLOL 0.5% OPHTH SOL 15 ML
PILOCARPINE HCL 2% OPHTH SOL 15 ML
DORZOLAMIDE 2% HCL OPHTH SOL 5 ML

) 330 &)
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Page | of 2 FDA Use Omy
A. Patient information C. Suspect medication(s)
1 Paw' 2. 399 :‘n:’me 3. Sex 4. Weight 1. Name (give labeled strength & mir/iabeler, it known)
event: )
o 69Yr [] remae UNK s *1ADVIL (IBUPROFEN, Tablet, 200 mg}
or
Date ot *2
i X male kos
in contigence Birth:
2. Dose, trequency & route used 3. Therapy cates (il unknowr:. (ve duraticn
B. Adverse event or product problem aueney _ pucaest raveny
#12 daily for weeks., #1 UNK
1. Adverse event [] Product problem (e.g., detects/maliunctions) Oral
2 Cutcomes attributed 10 adverse event #2 #2
(check all that apply) D disability
D geath D congenital anormaly 4. Diagnosis for use (indication) 5. Event abateq zfter use
{mo‘cay/yr) required intervention 10 pravent P stopped or dose reduced .
[:] lile-threatening D permanent impairment/damage Pain NOS 1 D Jes [_—_]"0 Da::;';’ t
™ i ~ini )
,‘L’ hospitalization-nitial or prolonged D other: ¥2 TNK
D recovered 2 ves nc doesn*
5 ¢ D E] apply
3 Date ot event 77 4. Date of this repon - 5 — > -
o 07/04/2000 ] o 01/09/2001 E. Lot # (1 known) 7 Exp cale (1 known)
- #1 # 8 Event reappearzd after
5 Describe event or problem rgintroduction
iditional i i iv - - - :
AGG‘FIO.Au- _nfor:matxon received on 28-DEC-2000 fr:lJm a i2 'z “Dyes E o @c:ss;r
physician upgraded the report to a 15 day. Initial -
informatior was received on 11-OCT-2000 from a 69 Yr 2 yes no doesn't
cld male. The patient’'s concurrent i.lnesses include 9. NDC ¢ - for product probiems only (if known) D L__J apply
Diabetes mellitus and Drug hypersensitivity (Peniciilin

allergy) w:th a past history of back surgery and right 10. Concomitant medical products and therapy dates (exclude treaiment c! event)

rotator cuff repair. Therapy with ADVIL (IBUPROFEN)

fTablet) for pain began weeks ago at 2 tablets daily. G_ All manufacturers

It .'.s unknown 1f. the pa::l.ent was taking fany concomitant 3 Contact office — hame/acdress 2 Phone nomoer
mec:cations. The patient we—xs cr_dken.t? the emefg‘ency WHITEHALL-ROBINS 6109644680
room on 04-JULY-2000 after Zeeling ill and vomiting some 201 King of Prussia

- , e R - . Sixth Floor

blood {Haeratemesis. Upon evaluac19n'1n the ER, .the Radnor, PA -9087-51-4 3. Repon uource
patient was founé to have Heme positive stool with no «check at’ that apply}

Jill Robinson

abdominal tenderness. Blood tests revealed the D toreign
following: Amylase normal at 46, BUN: 20 ,Creatinine: .
0.7; total Bilirubin was elevated at 2.6 with only D siudy
mirnimal elevations of the Alkaline phosphatase and SGOT; D fterature
SGPT was normal; white blood cell count was 8.1, D consumer
hemoglobin and hematocrit were .2.4 and 35 respectively; heatth !
(cont'd) 4. Date receved by manutaciurer 3 professicnai
{mo/daylyr) (AINDA 18-989 [:] ussr acilty
6. Relevant testsAaboratory data, ncluding dates 12/28/,2000 IND # [:' company
See follow.ng page. PLA # representative
6. 1t IND, protoco! # D distributor
pre-1938 D yes D or

oTC
product E] yes

8. Adverse event tenm(s)

7. Type of report

5-da X | 15-da a 3
7 Otner redevant history, including preexistng medical conditions I:] Y Y CGesophageal ulcer
(e.g.. allergies, race. pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.) [:] 10-day D periodic Haematemesis
CONCURRENT CONDITIONS:
o e o initial [ ] tollow-up &
Diabetes mellitus NOS; Drug hypersensitivity —_—

9. Mtr. repont number
HQ20643110CT2000

PRST CONDITIONS:
Operat.on NOS; Rotator cuff syndrome

E. Initial reporter
1. Name & adaress phone ¢ I

Or
Js

2. Health protessionat? 3. Qccupation 4. Initial redone” aso
yes D no Phys.cian sent renorn tc FDA

Dves E nc E} unk

Suomaslsmn ol 2 report does not constmh 3
medical personnel. usar facility, distributor, manutaciurer or pruduc(
FDA Form J’xﬁ (b‘:‘ﬁ"’ 0 0 1 causec of coniributed 1o the event.
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Box B.5 - Describe event or problem { Continuation )

platelets were normal at 165. The patient was treated with intravenous Zantac ané lacta-ed ringers.The
patient was transfered to another hospital on 05-JULY-2000 where he underwent an
esophagogastroduodenoscopy, which revealed an ulceration at the gastroesophageal junction {Oesophageal
vlicer). The patient also had a"colonoscopy® done which revealed questionable nor stercidal
antiinflammatory drugs fundal gas:iritis and gastroesophageal junction ulcer and guestionnable Advil pill
ulcer. The patient was started on Prilosec and was discharged on 06-JULY-2000.

3ox B.6 - Re._evant test/laboratory data, including dates { Continuation }
Test Name
Dare Resplr Normal Range
Alanine aminotransferase
07/00/2000 normal -

Aspartate aminotransferase
07/00/2000 slightly elevated

Barium enema

07/00/2000 neaative -
Blood alkaline phosphatase NOS

07/00/2000 siightlv elevated -
Biood amylase

07/00/2000 46 (normal) . -

Blood bilirubin
07/00/s2000 2.6 -

Bloodé creatinine
07/00/2000 0.

Blood in stool
07/00/2000 positive -

Blood urea
07/00/2000 20 =

Colonoscopy
07/00/2000 uestlgnable nonSCeroid%l o -
antiinflammatory drugs fundal gastritis.
Haematocrit
07/00/2000 35 -
Haemoglobin

0770672000 12.4 -

Oesophagoscopy

07/00/2000 ulceration at the aastroesophaceal
junction.

Platelet count
07/00/2000 165 -

write blood cell count
¢7/00/2000 8.1 -

X-ray with contrast upper gastroirtestinal tract
07/00/2000 unknowr: -

o

1.0.2004
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FDA Form 3500A (tacsimile) Submission of a report does not constitute an admission that medical personnel, user facility, distributor, bl
manutacturer or product caused of contributed 10 the avent.
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D other:
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1. Name (give labeted strength & mirtabeler. if known)

“ AspirIN
2_Thopote™ (T )

2. Dose, frequency & route used 4. Therapy dates (1 unknown. give aurauon:

o, Iromao cor nest estrate)
#133 Dy QoD "
rlikoren Ohs #2

4. Dlagnosis for use pndication)

w guN

5. Event abated after use
stopped or dose reduced

#1 Clyes Clno Cggeir
#2 — .
p doesn*
6. Lot # (if known) 7. Exp. date (if known 2 Dyes D"O ‘ appry
" #1 8. Event reappeared after
reintroduction
#2 #2
#1 [ yes (no .ggs%ﬂf
9. NDC # (for product problems only)
- - w2 [yes [Jno dogsnt

10. Concomitant medical products and therapy oates (exciude treatment of event)

D% Suspectmedical/device=

1. Brand name

2. Type of device

4. Operator of device
D health professional
D lay user/patient

D other:

3. Manufacturer name & address

§ Expiration date

6. (maaayryn
model #

catalog # 7. l‘f imp'I??teG, give date
serial #

lot # 8. I‘f exp’la'r’ned, give date
other #

9. Device available for evaluation? (Do not send to FDA)
D yes D no D retumed to manufactureron ____

10. Concomitant medicat products ang therapy dates (exclude treat—ent of event)

(Mma-Gav/yrl

= R’eporteE(seefconﬂdemlalltysectlorron'back)!
1. Name. address

2. Heaith professionai? | 3. Occupation 4. Also reported to

/Kfyes ™ ro N}—\- g

5. It you do NOT want your identity disclosed to
the manutacturer. place an * X " in this bax.

manutacturer

user facity

distputor

1 Submission of a report does not constitute an admission that medical personnei or the product caused or contributed to the event.
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BC
PHILADELPHIA, PA 19101

Page | of 2 FDA Use Unl;
A. Patient information C. Suspect medication(s)
1. Pauentigentifier 2 :199 ar ;"‘"e 3. Sex 4. Weight 1. Name {(give labeled strength & mir/labeler, if known) -
d o vy female 115 s #1ADVIL MIGRAINE (IBUPROFEN, Capsule, Liguid
or
Date of w2
) kgs
n confidence Bint:
2. Dose, frequency & route used & Therapy dates ¢ if unknown. give guation)
b. Adverse event or roduct problem
d S p p #1> Capsule 2x per 1 #1.127/11/2000 te 21/224200
1. Adverse event [ Product problem (e.g., defects/malfunctions) Day, Oral
2. Outcomes atiributed 1o adverse event #2 *2
{check all that apply) D disability

congenital anomaly

required intervention to prevent
psfmanent impairment/damage

D death
)

D hospitalizatior-initial or prolongad

recovered

. {(moidayryr)
lite-threatening

O
other:

medically important

4. Date of this report
(mo/day/yr)

3 Date of gvent

(mo/day/yr) 02/0672001

11/11/2000 |

5. Event abated afier use
stoppec or dose reguced

#1 yes Ejno Da:pe‘: ,r;’

4. Diagnosis for use (indication)
#1 Migraine NOS

5. Describe event or probiem
Information was received on 26-JAN-2001 and 31-JAN-2001
from a 34 year old female consumer. The patient’'s
concurrent illnessses include allergies to erythromycin
and codeine, insomnia, rigraine headaches, mitral valve
prolapse, anemia. and bronchitis with a past history of
tonsille:ctomy, rhinopiasty, and breast augmentation.
Therapy with ADVIL MIGRAINE {IBUPROFEN) {(Capsule, Liquid
Filled) for migraine headaches began on 11-NOV-2000 and
ceased on 11-NOV-2000. The dose regimen included one
capsule by mouth twice daily at 5:00PM and 8:00pM
respectively. Concomitant therapy included KLONOPIN
(CLONAZEPAM), TIRON (IRON)}, CEFTIN (CEFURQOXIME AXETIL),
and SINEQUAN (DOXEPIN HYDROCHLORIDE) . At 11 PM on
11-NOV-2000 the consumer‘'s mother noticed tha: the
patient’s speuvch was different (Dysarthria) and that
she was experi2rncing symptoms of anaphylactic shock
(Anaphylactic snock) such as coafusion and going irn and
out of consciousness. The consumer reported that she
was hoarse and unable to talk. Her mother noticed that
{cont'd)

#2
es nc doer n't
#2 D y [] apgly
6. Lot # (it known) 7. Exp date (i known)
#13001883 #1 6. Even! raappeared atter
reintroduction
- jdoesnt
#2 vz #1[Jves o D)%y
— does 1
9. NOC # ~for product problems only (i known) #2[ Jres L] no app v

10. Concomitant medical products ano therapy dates (excluds treatment of eve 1t}
See following Page.

G. All manufacturers

2. Phone number
6.09644680

1. Contact office - name/address
WHITZHALL~ROBINS
201 King of Prussia

Sixth Floor
Radnor, PA 19087-5114

071 50UrCe

. ) k alf that apply)
Jill Robinson

6. Reievant lestsAaboratory data, including dates

See following page.

oreigr
idy
literature
consumer
health
4. Date received by manutaciurer 3 prefessional
(mo/dayfyr) (AINDA  20-402 [] user tacility
01/26/2001 IND # D cornpany
representative
6. if IND, protocol # PLA ¢ D dis' ributor
pre-1938 D yes
oTC D cthar
product yes

7. Cther relevant history, including preexisting medical conditions
(e.g., allergies, race, pregnancy, smoking and aiccho! use, hepatic/renal dysfunction, etc.)

CONCURRENT CONDITIONS:
Migraine NOS; Hypersensitivity NOS; Mitral valve
prolapse; Insomnia NEC; Anaemia NOS; Bronchitis NOS

PAST CONDITIONS:
Tonsillectomy; Rhinoplasty; Breas: enlargement

FEB 07 2001

7. Type of repont

[ 5-cay 15-day
[] 10-cay ] periodic
initial [___] foliow-up #

8. Adverse event term(s)
Anaphylaczic shock
Dysarthr:ia
Sedation
laematemes:s

Fes 08 2000

—
2. Mir. report number

HQ6624531JAN2002

E. Initial reporter

1. Name & address

- DSS

FEB 0 9 2001

T Tromiasscon ol @ report ¢oes not constitute an agmission that
FDA Form 35002 (12 sm | personne!, user {acilty, distributor, manutacturer or proguct
caused or contributed to the event.

2. Health protessiorai?

D yes

P. Occupatic 4. Initial reponter aisc

UNK sent repcrt to FLA .
E v }

O™ & |

e




Mtr repori ¢ HQ6624531J2N2001
’RODUCTS REPORTING PROGRAM

UF/Dist repon #

AlIeYALiitAs waIT WL WV W na 'E DWATCH Approved by the FDA 01 09,241959
] :n!l!ﬂﬂ ﬂ‘

L e g s e e

Page 2 of 2 FDA Use Cnly

Box B.5 - Describe event or problem { Conzinuation ) —“
she kept falling asleep with her eyes open {Sedation). At that point the patient felt tha: ner throa-

was ciosing up. The patient has previously taken regular IBUPROFEN in the past withou: incide
22-NOV-2000, the patient went to the emergency room o

ere she was treated and subseguently released. The patient experience poor preathing
, and on 12-NOV-2000 she went to ingeNy vcre she was treated with SOLUMEDROL and
BENADRYL. The patient‘s labs during that emergency room visit were as follows: & blood pH c2 7.404, &
pCo2 of 35.1 mmidg, a pG2 of 104.6mmHg, a pAtm of 748, and HCO3 of 21.5 mmol/L, a blooé base excess of

-2.7 mmol/L, a ctHb of 12.4g/dL, an oxygen saturation of 88.5%, an O2Hb of 97.6%, a COHb oI 0.7%, a

MezHb of 6.1%, a HHb 1.5%, and a hct of 36% The patient’s hoarseness abated, but she still felt =na-
nher throat was “closing up." During he dy a the patient experienced damage to her
right radial vein due to an imprope!’fﬂfzztznous line. The patient will subsequently have the ve:in
removed. On 13-NOV-2000, the patient had vomited *0ld blood" (Haematemesis)}. The patient wen: ¢ the
hospital a where she had a naso-gastric tube placed to drair the blood from her s:tcomach.

Tne patient recovered from her gastrointestinal blee¢ with the exceptior of a 10 pound weight loss. Tae
patient’'s physician attributed her symptoms to therapy with ADVIL. On 26-NOV-~2000, the patien: was
cornfirmed to have phlebitis at her old intravencus line site. Additional information has been reguestec.

3ox B.6 - Relevant test/laboratory data, including dates { Continuat:ior )

Test Name

Date Resulr Normal Range
Acid base balance

1171272000 -2.7 mmol/L ~-2.0 - 2.0
Blood bicarbonate

11/12/2000 21.5 mmol/L 22 - 26
Blood carbon dioxide

11/12/2000 35.1 mmHg 35 - 45

Blood pH NOS
11/12/2000 7.404 -

Haematocrit
1171272000 36 & 37 - 50
Haemoglobin
1171272000 12.4 g/d4L 13.5 - 18.5
Oxygen saturation
11/12/2000 98.5 % 92.0 - 98.5
P02
11/12/2000 104.6 mmHg B0 - 100
Box € -~ Suspect medication(s) { Continuation from Lines #1 and #2 on original page A

1. Name (give labeled strength & mfr/labeler, if known)
1.1 Filled)

FEB 0 8 200

Box C.10 - Concomitant medical products and therapy dates (exclude treatment of event) ( Ceortinuat:zon )
Therapy Name Dose, frequency, & route used Therany Dates

KLONOPIN (CLONAZEPAM) 0.5 mg 1x per 1 Day, Oral 06/00’2000 to Continues
IRON (IRON) 325 mg 1x per 1 Day, Oral 0170019929 to Centinues
CEFTIN (CEFUROXIME AXETIL) unknown, Oral unknown

SINEQUAN (DOXEPIN HYDROCHLORIDE) 10 mg given as needed, Oral Continues

, DSS

FEB 0 9 2001

FDA Form 3500A (facsimile) Submission of a repon does not constitute an admission that medical personnel, user facility, cistnoutor,
manufacturer or product caused or contributed to the event
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VOLUNTARY reporting

by health professionals of adverse
‘events and-preduct problems

Internet Submission - Page 1

A. Patie O atio
1. Patient identifier | 2. Age at time 3. Sex 4. Weight
of event: g
5/200 or 6C Years ] temate 1bs
~aze #14 Date or
- v
R Irf.gonfidence ofbith: _____ male g
B. AdVe e eve Or prod poble
1. Adverse event  andfor D Product problem (e.g., defects/ma'functions)
2. Outcomes attributed to adverse event o "
(check all that apaly) [0 disability
E] dealh D congenital ancmaly
} ety D required intervention to preverit
[ #e-threatenng permanent impairmentidarnage
E rospitalizaticn — initial or prolonged D other _____ __
’ »
5. Date of 4. Date of
event 06/07/2000 this report 02,/13/2001
(ehldiyy vy) (mniddyyyy)

5 Describe event or problem

60yo presented with malaise/fatigue and
dark tarry stool for 1 day. Prior to
wydration Hct 27%. Pt took 2 Advils for
shouldar pairn the day prior to admission.
Yect dropped to 22 and zransfused 2 u
PRBC. No furthker bleeding after admission

5. Relevant testsflaboratory data, including da'es

7. Other relevant history, including preexisting medical conditions
ie g.. a'lergies. race. pregnancy. smoking and alcohol use. hepalicirenat dvs‘unction etc.)
WY

. ;_}W\ ‘g‘i '1'7

}

Y 3787

Form Approved: (GNB No. 0910-0291 Esprres 1212700
See OMB statenwint 0~ reversi

FDA Uss Cnty
Triage unit

s /S 740”9

'C Suspectmedwat n(s)

:Labeled Strength} {MfriLabeler? :

1. Naénc. _{Procuct Name)

1 AdviZ / !

0 / /

2 DoselFrequency/Route used 7 Therapy dates i cr Mow giue

From
#1 / / #3 -
+
#2 / / #2 -

wak e
To to” best est matei

4. Diagnosis for use iseparate indications with cornnass £ Event abated after use
™ pain relief stopped or dose reduced
[
‘#2 #1 Tyes [ ne %%%?5"’
6. Lot # (i known] 7 Exp. date (i known) | Olyes Ono [Dggep
L #t & Event reappeared after
reintroduction
42 #e

#1 ves no coesn't
9. NDC # (for product protlems oruy) [:] D dad
- coesn't

- B2 i:lyes Dnc Zpply

10. Concomitant medical products and therapy dates (exchsje treatmeit of event

D. Suspect medical device

1. Brand name

N

Type of device

3. Manufacturer name & address 4. Operatar of device

D health professional
RECEIVED | Bu
FEB 1 5 s0f

mes_ MEDWATCH.CTU

ripatient

5. Expiration date
e ddiyyyy:

catalog# |7 imelanted give date
serial #

ot # L 8. Ilfmem:lcg‘lirxed give date
other #

9. Device avallable for evaluation? {Do not send device to FDAY !

[:l returned to manufacture” on

O3 ves O re o
(mutioyyy g

10. Concomitant medical products and therapy dates {exch de treatmen: cf event)

E. Reporter (see confldentlallty section on back)

1. Name

nyY

MEDWATCH

5600 Fishers Lane
Rockville, MD 20852-9787

or FAX fo:
1-800-FDA-0178

: Mail to:

FDA Form 3500

VAMC S¢ TrvingStreer W.W I
. . £B 1.5 201
washington District of Columbia 204<<
United States red . VA Sov
2. Health professional? 3. Occupation 4. Also reported to
ves D no |Pharmacisl D raanutacturer

5. #f you do not want your identity disclosed to
the manufacturer, place an “X" in this box. | _}

Submission of a report does not constitute an admission that medical personne! or the product caused or contributed to the event.
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zalth professionals of adverse bl
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THE FDA MEDICAL PRODUCTS REPORTING PROCRAM page _ ot Cwoe

C. Suspect medication(s)

(1T st e

A. Patient information

1. Patient identifier | 2. Age at time . . 1. Name (give iabeled strenglh & mirabeler, it known)
‘5”75‘" ' " lBurrore (c7c)
/’ . —
#2
In confidence
- 2. Dose, frequency & route used 3. Therapy dates {if unknown, give duralicn)
omAo {os besplestimate;
. #1 A/ ﬁ ﬁl A/ 7
dverseevent andor | Product probiem (e.g., delects/maltunctions) .
2. Qutcomes attributed to adverse event o 2
{check alt that apply) [] disabitty 2 i —
D congenital anomaly 4. Diagnosis for use (indication) 5. Event abated after use
D death .. ’ N . =) stopped or d educet
Ima/dayyr) D required intervention to prevent " =
[] stgAficeatening permanent impairment/damage " o [:]doe r
hospitalization - initial or prolonged D other: 2 D D doe
TomE——————— 6. Lot # (if known) 7 Exp. date ( known) | "2 Lves L_Ino | igggR;
3. Date of . Date o
event tt- - = © this report # * 8. Event reappeared after
mo/Sayly ) imo/dayiyr) reintroduction
5. Describe event or problem #2 ¥2 E/
p #1 [Jyes [ Ino® Goesr
9. NDC # (for product problems only)
NEMPT @ M €545 — - - v2 [ves (o [ goesr

10. Concomitant medical products and therapy dates (exclude treatment of event)
RRNITID 0L

Nee cmn X3 payrs

D. Suspect medical device
1. Brand name

2. Type of device

3. Manufacturer name & address 4, Operator of device
D health professianal
i D lay user/patient
RECEIVED O3 otner
r F B : 5. Expiration date
(muiday/yr)
-y
model ¥ 'ME 'wiﬂ r_—i (\ ‘ : |
6. Relevant tests/laboratory data, including dates 7. i implanted, give date
catalog¥ __ _ O (mn{capy.'y!) 8
serlab # O
a i i
ot # o B exp,a,r_\led. give date
lother #
19 Device available for evaluation? (0o not send to FDA)
D yes |:] no D returned to manufactureron _

(mordayyny
10. Concomitant medical products and therapy dates (exclude treatment of event)

E Reporter (see confidentiality section on back)

Name, address & phone #
OVERTON BROOKS VA MEDICAL CEN@B
510 EAST STONER AVENUE S
SHREVEPQORT,LOUISIANA 71101 4295 .8
{318)-424-6001 A 200

'/ /// 47‘(’ 2. Health ppolessional? | 3.  Occupation 4. Also reported to
yes

7. Other relevant history, including preexisting medical conditions (e.g., allergies,
race, pregnancy. smoking and alcohol use, hepaticirenal dystunction etc )

— D no !:] manufacturz-
I_IUD é\ Mail to: MEDWATCH or F%)é ;}:DA 017 [ user facii
5600 Fishers Lane 1- -0178 5. Hyou da NOT want your identity disclosedto\__ .| — ser sy

r Rockvitle, MD 20852-9787 the manufacturer, place an * X " in this bo;_%] [} sstributor

FOA Form 3500 (6793) Submission of a report does not constitute an admission that medical personnel or the product caused ar contributed to the event.
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THE FDA MEDICAL PRODUCTS REFORTING PROGRAM

TARY

by hcalth professionals of adverse
cvents and product problems

Internet Submission - Page 1

C. Suspect medication(s) |

A. Patient information

1. Patient identifier | 2. Age attime
of event:

4. Weight

femate

77 Years

1606 of bs
or
Date
In confidence of birth: D male ks

B. Adverse event or product problem
1. Adverse event  and/or D Product problem (e.g.. defects/malfunctions)

2. Outcomas attributed to adverse event D disability

(check all that apply}
O death [ congenitat anomaly
T Ay

required intervention to prevent
D life-threalening

permanent imparrment/damage

D hospitalization — initial o~ prolonged D other: ______ .
3. Date of 4. Date of

svent 01/29/2001 this report 03/05/2001

{mmddtyyyy) (mmiddiyyyy}

5. Describe event or problem
Acute renal failure,
bleeding

gastrointestinal

6. Relevant tests/laboratory data, including dates
Creatinine clearance < 10 ml/min

RECEIVED

MAR 0 6 2001

MEDWATCH CT

) o—

Form Approved: OMB Nn 0940-0291 Expires: 12,31 2u
See OMB statement on rever =

138 277

reportin
P 8 . FDAUseCnly

¥ Triage uni-
ssquence ¥

s

A

1. Name (Product Name) {Mfr/Labeler)

{Labeled Strength}
Ibuprofen 00 mg

/
/
/500 mg / |

2. Dosel/Frequency/Route used 3. Therapy dates (il Lnknown, give duration} -
From To (or best estimate |

200 g4-6
mg hours /°’“' #M01/22/2001 - 01/29/2001
/Ora! #2 -

unkno /
5. Event abated after use

wn
4. Diagnosis for use {separate indications with commas)

stopped or dose reducec

#1 Fyes [Jro [Jdoesy

BC Powder
#2 _aspirin-

Ll

#1 Headache

H2
vi]ve doesr :
B. Lot # (if known) 7. Exp. date (f known) | °2 (yes [Jno [gpey |
# #1 8. Event reappeared after
reintroduction
#2 #2

#1 yes [ no Egggﬁy’ t
#2 [(lyes no ijdoesr t

10. Concomitant medical products and therapy dates {e«clude trealment of event;

9. NDC # (for product problems only}

D. Suspect medical device
1. Brand name

2. Type of device

4. Operator of device
D heath professionz
D lay user/patient

D other:

3. Manufacturer name & address

§. Expiration date

6 (rvddiyyYi
model # g"\ ~ ol

i...-' el 7. 1t implanted. give da e
catalog # iveyy
serial # MAR (’ ‘l[‘ i

‘8. Ifexplanted, give da ¢

lot # e P
other # L )

9. Device avallable for evaluation? (Do 10t send davice to FDA}

yes D no D returned to manufactureron _____

T dyyyy:
10. Concomitant medical products and therapy dates (exclide t-eatment of event)

7. Other relevant history, including preexistin —F
{e.g., allergies. race. pregnancy, smoklng and a f Jysfunchon etc)

B F b
R fore
Lerw 138277
Mail to: MEDWATCH or FAX to:

5600 Fishers Lane 1-800-FDA-0178

Rockville, MD 20852.9787

FOA

FDA Form 3500 Submission of a report does not constitute an admissio

E. Reporter {see confidentiality section on back)

3. Occupation
Pharmacist

United Scates
2. Heailth professional?

yes D no

5. If you do not want your Identity disclosed to
the manufacturer, place an “X” in this box.

4. Also reported to
D manufatturer
user facility
D distributor

n that medicat personne! or the product caused or contributed to the event.
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Ingivicu3l Safety Report -
ifilgiidagin

A. Patient information
1 Pailent (dentitier | 2. Age at time

/é{’? W of svent:

&
Data
In confidence
B. Adverse event or product problem

83/15/2801

v vrew

A

THI

of pirth;

. A
professionals of adverse
ind product problems

w La [

PAGE 82

R N TER

Percn Approved: OMB Nn lmmn l.pnunamlu
FDA Use Only

=t JIP IS

C. Suspect medication(s)
1. Name (qive labeled sirength & mirnabeler, it known)

LI

3. Therapy dates (if unknown, give ¢ura'on)

2. Dase, fraguency A routs used
Tromyta (o busl estinmis)

() disanitity
I:] congenital anamaly

D required inlarvention to prevent
permanent impalrmenvVdamage

D other:

{chach all that apply)
[ gean

. {mosdayiyr)
D lite-threatening

Q«mﬂﬁllzanon - Initial or prolonged

3. Care al *~ Dave o
v (= Yo | weme 3 a0/

5 Dascribe svent or problam

&~
fn//fw /f_cﬁ'

—_—

c-

6. Relevant mste/laboretory data, including dates

D/C dbl/l-(— P}

y-g-tfﬁa"‘l
gt 2 TE frReC
7

7 Other relevant history, Including preexisting medical condilions (e.g., allergias,
race, pregnancy, smoking and alcohol use. hapatic/ranal dyefunction, etc.)

g rentta
/(/‘64-'

QLM i
Im Matito: MEDWATCH
F

= hl‘ H
5600 Flshers Lane f-‘uxob'ﬁnn-mn

Rockville, MO 20852-9787

- R LULEL T LT

\ AT EGwrse svert _ andior ] Product problem (e.g., delecis/maifunctions) " @00 pa 7{7 n N .
2. Duicomes sitributed to sGverss event " [ 4 vz

4. Diagnosis for use {indicalion) 5. Event adated after use
" ¢ . etoppad or dose red iced
f o 0115/ One Dges
" yas no gpgﬁv
8. Lol # (if known) 7. Exp. date (i knowny | 4% Lves (oo [
" »t 8. Evenl reappearad ater
- reintroouction
2 "
La] Dyeg Dno g;ﬂ yﬂ'l
0. NDC # (lor produc) problema anly)
- - v2 [Jyes [no [Jgngpnt

10. Concomitant medical praducts and therapy datss (eatiude treaiment of avenl’

D. Suspect medical device '

1. Brand nams

2. Type of davice

4. Operator of devic
D heallh profoss: anal
] ay userpatian

D ather:

3. Manufaciurer name & address

RECEIVED

3

AL D 1 . N
3 AR T 6707

::::o |”EDWHIC'I ClU“

5. Expiration date
imaitay/yr)

7. Himplanted, give date

weorlal #
B. It laniad, give date
ot # e et
jother #
—
9. Daevice avallable for evaluation? {Do nol send to FDA)
85 no retumed lo manufactureron ____ .
Oy O O —

10. Concomhant medical products and therapy dalss ‘sxclude treairment of event!

E. Reporter (see confidentiality section on back)

DSS

AFes
<<=4AR | § iﬂp

2. Health protassional? | 3. Qccupation 4. Also reponad o
: tach
/X AYNegeril” % manuf acrma:
S. M you do NOT want ydur Identity disclosed to u_“r. acily
the manuracturer, place an * X ~ in this box. | (] distributoer

Crimmicelnn ~f o ranne danc mat canctinien an admiscinn that mndieral prerannet ar the aradnrt Fraaned nr rantribiied ta the sin.nt
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rKE POA mEDICAL PRODUCTS EEPORTING PROCAAM
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htient information
1. Fewont iGentifior | 2. Age atlime
’ of svent
of
Oala
of birth:

EC

ins

in conftenco
B. Adverse event or product praoblem
1. D Adverna qvent  andlor Product problem (e.q. delvcis/malfuncions)

2. Ouvicomaes sliributed to adverss event .
(check all tnat spply) - [ atsaitity
(] caann [ congenital anamaly
g required intervendon 'o prevant
5] ge-trearoning permanent impairmenydamage

[ rascraiization - inftal of prolenged a amer:

J.:-;_;'_: 3//4/200/ - E_—;:;'::‘" Y110 fzo0]
S, Demcribe event or problem R

armal Fbr //472!)4/ M CLGI'I// ,/f

Clee litee M,afrfmf
"L /ﬂ‘ifu Y2 /na /&45/ e

.T'Of

“fo e /wbp/

X2z a:/n.ﬂ( FFP o adlrrt-
Zda y Tl Ic&( il bransterredl

+ fe $Lost 7/ P/a,d atti— 50““19

P————
8. Ralevan! lestsAaboratory

34 A G 3//5?“ ’3//) =) i/m“’")s/a"’%/

HoG 180 &l EF ad 72
v e hd i £7

Hies ‘e 22 s f;g&» 2 as 2 £%
Bu 7 3’ ro /2 wf 120
S 12 - & = 24
Prs Fs _: zq.g — T = ge
Sy s 20T ghF =

& - -~ ~ = hil%

7. Outher resavant histary, incluaing presxisting muadical conditions (e.4.. allergias,
raca, pregnancy, smoking and aicohol use, hepatcrenal dystunction. eic.)

N K . )(v : _,‘
P(CSfdiL (A EE YR
zac/r atiyneySITHS 001

2 “ti
Mail to:  MEDWaATCH
5800 Fighers Lane

/
En WA

or F o
1-800-FDA-0178

.. 5%

of ~ Otf(_ . .
C. Suspect medication(s)
Name (give labeled slreng\n & mirlabeler, i# llnmm .

W s (s

£

2 Dase, frequéncy & routs used wn, grea. ?ﬂ:ucn 1
FUTYD {1 Danil SRERALS)
" " prA '
2 ' 2 PP/
4. Diagnosis for use (incication) 5. Evant gbated afer Uuse
. . v . 1y stopped ar doxt reduced
\giria | fbrlbdion
D1Eyg; Dm Dgo!sﬂl
el .;,M g doesnt
5. LOU# (if knawn) 7. Exp. date [l xogwn) | "2V e 1gssi
" ” 8, Event reappeared after
reinfroduction
” ' 9 Dyes [Jro Sdgesnt
yas | Jne gean'
9. NDC # (for produc groblems only) 200
- - 2 Zyes Dno 0095’"
10. Concomitant medlcal products and therapy dates (eaquaa lrearmant of tvent)
Zestri'/ ~C orér?/--l—o&c}n‘o‘_v

D. Suspect medical device )
1. Brand name

2. Type ot device

4. Operator of Jevice
D heallh Snitessicnal
D fgv usar.anent

D qihar

3. Manuincturer name & addrass

RECEIVED

5. Expiration cala

"Il ([‘l” (roaayryn
vme«l L}
! )yyé I ‘ H ( : ' ‘ 7. #.mplantac Jiva Sale
““‘og ! —— tvuk cavren)
serial #
8. If axpiantea. give 1aTe
lot ¥ {reaeCuavrert
otner 3

9. Davice avsilaple tor evatustion? * (Co not sand o FOA)
D yes D no D retumend (o0 Manuacturer 30 ..

e 4o Wi
10. Concamitant medicsl products and thericy cates {adC'UCD Iraatrnant af s,

1. As0 recorted 1O
£ manutac . rer

3. Ccxupatian

2. Health prafesaionai?

My Om | Phaymaces - 5] vaxe e
§. Mysudo "T.'.'.:“f.,’.".l‘.'.':'-":'! Ig'::l::‘i @ = (1 asmous —_—
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

s

A. Patient information
1. Patient identifier [2. Age at time

7285 oc()f event:

Date
of birth:

50 Years

In confidence

1. Adverse event  andfor [_] Product problam (e.g., defects/matfunctions)

2. Outcomas attributed to adverse event
(check all that apply)

[ disability
D congenital anomaly

required intervention o prevent
permanent impairment/damage

1:‘ death

[
D life-threatening

:‘ZI hospitalization — initial or pralonged D oter: ____
3. Date of 4. Date of

event 04/11/2001 this report 05/03/2001

(mmidclyyyy) (mm/ddiyyyy)

5. Describe event or problem

Admitted with GIB and erosive
eosaphagitis. Also with AVN, cataracts,
and HTN associated with chronic steroid
use.

6. Relevant tests/laboratory data, including dates
Chem7 141/4.2/107/22/31/1.1/102
11.3/21.8/292 MCV 84.3

CBC

7. Other relevant history, including preexisting medical conditions
(e.g.. allergies, race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc. )

1. Asthma 2. R THA due to AVN 3. Bilat.
cataracts 4. HTN

Moy oo .
MY 6 g

c 7L %2688

Mail to: MEDWATQH or FAX to:
r 5600 Fishers Ia.u 1-800-FDA-0178
Rockville, MD 20852-9787

"

FDA Form 3500 Submission of a report does not constitute an adi

Internet Submission - Page1 ) -

OLUNTARY reporting e O e« OME siatemant on rov ea.
Ith professionals of adverse FT': u‘:n‘;""' -
and product problems sequence s / 91‘,2 K K CF

-

C. Suspect medication(s) ‘

1. Name (Product Name) (Labeled Strength) {Mfr/Labeler)
Ibuprofen 00mg Unknown 9TC
/ Smg /

2. Dose/Frequancy/Route used 3. Therapy dates (if unknuwn, give duration) .
200mg Unknow Frorm T (cr best estimata)
! /n /°'a' #103/10,2001 - 04/.1/2001
#2 \Slane /qD /0ra|

4. Diagnosis for use (separale indications with commas)
# Hip Pain, self-medicatirg.

Prednisone

#202/02/1994 -~ ¢5/03/2001

5. Event abated after use
stopped or dose reducec

no jdoe?r't
lyes [Ino :]appF"‘

8. Event reappeared after
reintroduction

# 2 yes | |

Asth
w ma

6. Lot # (if known) 7. Exp. date (if known,
" #

2 #2

M ye oo Vldagy
—yes [ ro ]doefnt

9. NDC # {for product problems only)

10. Concomitant medical products and therapy dates (2«clude ‘reatment of event)

D. Suspect medical device
1. Brand name

2. Type of device

3. Manufacturer name & address 4. Operatcr of device
:l hea th professiona

{: lay user/gatient

RECEIVED | 5™

_—_MALQW___ 5. Expiration date
6. (m-vidly ryy}
model # E A T C

IV-I [j U 0 ( : I , l ] 7. Ifimplanted, give dale—
catalog # (mr,,.,%,y,m ¢
serial #

8. If explanted, give date
lot # — ‘mm.’npdlyyyy) g
other # —
9. Device available for evaluation? {Do not send device to FDA)
D yes l] no D returned to manufacturet on __ ___

“TmicVyvyr
10. Concomitant medical products and therapy dates (exclude tre: tme it of event)

E. Reporter (see confidentiality section on back)

. PharmD

VA PSHCS, 1660 S. Columbian Way

98108
red.,va.gov
4. Also reported to
D mawufacturer
E user facility
': distributcr

Seattle Washington
United States

2. Health professional?
yes (J no

5. If you do not want your identity disclosed to —
the manufacturer, place an “X” inthis box. v

3. Occupation
Pharmacist

that medical personnel or the product caused or contributed t» the eve  nt.
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rReport
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VATCH

Approvec by e =134 on 0924, 399

TS REPORTING PROGRAM

Mbr reone #

ngf;« -9-00—-01% UF Cist 2001t + —
PHILAL cr—iA, A 19101
page of 2 FDA Usg Orty
v ™ T [ . 1

A. Patient information C. Suspect medication(s)
1. Patient identitier 2 3921::‘ 1me 3. Sex 3. Weght 1. Name g ve 'abeled strengtn 4 mirlaberer. 1 known)

o« 137x [x] remae UMK s ¥1ADVIL (IEUPROFEN, Capsile, L: Tilled:

—— or
Date cf $2
inaie
neanfidercre B D e

B. Adverse event or product probiem

1. Adverse event

EI Product groblem (e.g., defects/maiiunctions)

2. Outcomes attnouted 10 aoverse evenl
‘check 1l that apoy:

aeatn
i movdaysy )
lile-trraatening

nospitatization —mbal ar prolongec

00N

recove ed

cisaoilry
congetal anomaly

other:

raguired intervention ‘0 prevent
pemmanent impairment/darnage

2. Dose. frequ:ncy G rouie LSec

“2 lquigels
Cral

3s needed, #1 Nor

2 42

J. Tnerapy ¢ates ( 4 unhndan, give

specified

surarcmy

3. Cate of gvem
{movcayiyry

WNK

4. Date of this report
(mo/daviyry

0570872091

4 Diagncesis tor use pndicatic)

4 Eeadache NCE

2z

5. Descnte event or problem

Hdealtihcare Professional

Liqaid #illed) capsules

Gastrzintest

inal or

concomitant dr.g
bZond in her stool
AccorZing o
family in Paxistarn, btis
her stool
liguigels fo
clarified "fresh blood"
to discentinue using
in subsegquernt szools.
had used ADVIL
with nc evert.
enccuraged his daugh-er

Intorratior was rzceived

daughter whe had taken -wo ADVIL

3 Sauy
recta.
Therapy .
{Melena)
the reporter,

tlack or brown colored blood.
the product

25-JAN-20C1 Zr-om
concerning his wkits
{IBUPROFEN)
dazes

on

ttmerapy

has i
disorders ard

The daughrer

et

oy

daughter noted

tc mean

so taka ADVIL

(cont'd)

uniknown) .

in general
{ IBUPROFEN)

iCapsule,
The

of
was ot taking

exper
on an unknown date.

whiie on wvacation wi:th his

"EZresh blood”

approximately one day aiter taking two

r headache symptom relief.

ienced red

in

The reporter
"red colored blood,
He advised his daugher
and no blood was noted
The reporter stated his daughter
in the past for headache and pairn relief
Reporzer rnoted zkhat

nor

he
only

None Frovided.

6. Relevant tests/taboratory data. including dates

7. Otner raizavart history. inciLding oreexisiing Tedical condit ong
ie.qg.. allergies, race. pregnancy, smoking and aiconct use, hepaic/-enal dysfuncnon, etc.)

6. Lot # (it known) 7 Eapda‘e (i known)

S. Z.ent acateq ane’ .se
stepped ¢r dose recuzec

— . doesnt
o e e 5

w2 yes o

Taoes~t
apolv

*° L 8 Even' reappearec afte”
rantroducticn
v .2 23 e [Jro (K%'
; . doesnt
9. NDC ¥ - for product problems only i known) ®2 D yes D“° a:;.:
10. Concomitant medical products and therapy daies (exclude treaiment of gvani)
UNK
-Gi. . All manufacturers
1. Contact office ~ namevaddress 2. Phona number
WHITEHALL-ROBINS 6119644680
éOl Exgg of Pruss.
Radnor, A 13087-51%4 3. Repor: saurce
{check all that apply)
S:i1l Robinson [:]
‘oreign
[ o
E] iterature
D consumer
[3 health
4. Date receivaed by manulacturer 5 profess.cnal
{mo/daylyn (ANDA 20--402 D user tacrity
01/26/2001 IND # D company
representalive
PLA 4
6. 1 IND, protocol # D distabutor
pre-1938 D yes D
other -
orTC ~
proauct E] yes
7. Type of repont
8. Adverse event tenmis:
— 18 _~ay et e
—_ =~ el aeld
D 10-day -penodu:
tn:nal D follow-up #
3. Mir. report number
HQ65531305AN2001
[ )

.-E. Initial reporter

1. Name & agaress

ore s

Submission ot 4 1EOOMN JO3S NCE cONSINLE an admiss
. Jusar ‘acility, Jistnbuter, Mmanutacture - 2r procust

€DA Form 2500A facsimile?

megicar JersHnin
CAusaY D7 ONNADUIES 'O The «vant

ien trhat

2. Heallr prolass.ona 7 3. Dccuzation

71 ves D n2

4. lnibar reporter arse
sent ~2pert o FTA

L._ was j no

ek




indivicual sSavety Report
‘ ! I IATC H Aoproved by e SDA on 0924 1999
™ | MiTRoat ¥ RGEST313 )M L0 w}
TS REPOATING PROGRAM

WYETH #3721 ng—g- 0_02* UFDist repon # ]

BCX 82

PHILADELPHIA, PA 13101 . . i
Page 2 of 2 FDA Use Oniy !

{ Conz:rnuac:-on |}

h. Reporzer also stated he felr -he Dlood may have been due t3
l o117 since anather family member regor-ed experiencing -=e same
in- law!, he fel- he should notify the manufacrurer. Regor-er was using
and d:d not renura To <“he United States with ary. anr 414 =a r §

FDA Form 3500A (facsimile} Subm ssion of a repon dees not consttuie an admussion that medical perscnnel. aser tacily dsthousor.
manufaciurer or S1Ioduct Causeu 27 CoNtNDUted to the event.



lduai Satetry

lnday Ke
AT T ———

Mirrepond  4sK3395057
*3721033- IEPORTING PROGRAM

e |

N

W (ETH'_AY UFDis! repon 3 .
BOX 82939 ]
PHILADELPHIA, PA 19101 ’ -
Page I of 2 FDA Use Cniy |
A. Patient information - C. Suspect medication(s)
1 Paract denutier 2 ;ge atrume 3. Sex 3. Weght 1. Nams(gve abeted st-angth & mtrilane.er,  kNCw™}
e
or FET [X] temae 19 s #1ADVIL ({ISUPEG Cagsule, Ligquld Fillsed
i 2
Tata of
male xgs ’ +
ir conhzence Birh D cent ')
Z.CUSE fregueniCy & iGuig asen 3. TREBEY UBIES 1 T LLARIW”, JooB 2ul3T o)
B. Adverse event or product problem FOs sy & 1ovie B USEEY HAES L TLrA T e
mii-gel cags #1 UNK =0 C¢L,.8-200.
1. Adverse event j Preduct problem ‘e.g., defects/mazlfurctions) neeced.  Cral
2. Outcomas attroulzd to aogverse svent #2 #2
‘eneck all that apoiy ! D cisaniby
[: Jealn D ccngental anomaly 4. Diagrosis for use iindication) 5. Event abateq after use
. mo/dayfyn required intervention 1o prevent #1 ar-hra.gla, P stapped or dose ‘educed
D ite-trreatening |:] pemmanent impanment/damage v cosesn |
A!;.‘l..u;g a, 1 :yES Dna D apory
l_] hosprtalization-initial or oro.onged e
. D otrer 'y TNK
X recovere
= 7 es na coesnt
"':Jy D apply
3'([?;::: s-:]am CL /2572001 l 4 Da';:;/g’:l;?;’on 05/03,2001 6. LOt ¥ (if knowr) 7 Eapcare (it Answr
¥y 2 #131001667, *1 9. Event "eadpeared aher
S. Descnke event or prociemn 3901930 reintroduction
Information has been_rece:vec on 31-JAN-2001 from a 42 .2 #1777 yes D“ Dcoesnl
19-vear-old, wh--e, females cIngurer. The patient’'s
concurrent illresses irncluded insomnia, neck pain, and _ rajyes —_— »—coeszw
shoulder pain. Concomitant therapy iacluded PREMPRO 9. NDC ¥ - for product problems onky (i knawn) L_{ apply
{CONJUGATED ZSTROGENS /MEDROXYPROGESTRERONE ACETATE) and
DALMANT (FLURAZEDAM EVDROCHLORIDE) . erapy wizh ADVIL 10. Concomitant medical products anc “herapy dales fexslude trealirent of event)
(IBTPROFIN) (Capsnule, Liguid Filled) for shoulder and See following Page.
llec< zain began at an unknown dzte and ceased on L G. Al manufacturers . o e
TR\ = W - ; s R _ LI -
18-JAN-2001. Thke dosage regimen included 6-7 liqu.-gel T Contact Ofice - nama/adarass 2 Phone number
2aps i el ally as needed. dditicnal suspect - .
laps r:»yvmou‘_n daily as neece Addirticonal sus: ec- o WHITEHALL-ROBINS 6109544680
medication included ADVIL (IBUPROFEN) (Caplet), which 201 Kin? of Prussia
. s s o5 p . ta Sixth Flcor
the patient adm:nistered 2-4 caplets by mouth cdaily tor Radnor, PA 19087-5114 3. Repoft source.
10 vears priar to switching to Advil Liquid Cagpsule. ) ) {check ali that appiy)
Jill Robinson
The patient experienced stomach pain {(Abdominal pain D foraign
upper! starting on 15-JAN-2001. Her physician stated D study
that she had an ulcer (Gas:rointestinal ulcer NOS) on
18-JAN-2301. The physician prescribed PRILOSEC as the D lkerature
treatment drug. At the zime of the repor: the patient consurmer
had recoversd Addi:_onal information has beer D health
(cont'd) 4. Date received by manufacturer 3. protessional
{mordayiyr) (ANDA 20-402 D user facility
&. Redevant testslaooralory data, including cates J1/31/2001 IND » D company
esenat
None Prowvided. PLA e aive
6. # IND, protocol # D distnbutor
pre-1938 E] yes
D other -

bt [£] yes

8. Adverse event termys;
3-day j 3ay jastrointestinal :lzer NCS
Abdominai zain ugper

7. Type of 'epornt

7. Other relavant history, reuding preaxisting mecical snddions
(e g.. allergies, -ace. pregnancy, Smoung and alcchol usa, hepatic/renal dystu-cticn. elc.) [:] 10-cay penoduc
CONCURRENT CONDITIONS:

rutial E] taliow-up =

Insornlia Nece pain —_—

9. Mir. recort number

HC6838405FEB2601

- E. Initial reporter
1. Name 8 acdress phone # ___—

2 Heaith niotessioral? 3. Dczupanon 4 i reporte’ aIsc
[ s "
1 "o ZNK sent repo o FOA

::] yes D no

Submissior. of a report coeshnul const:tute an admission that
medical parsonpel. user facility, distnoutor, nanufacturar or product ves
FDA Form 35COA (facstmile) causec or contribuied to the event.
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Page 2 of 2

Approvaed by “e FDA o~ 09241900

Mitr ce2ort 2 HQ5833405F232202

UF:Drst repont =

FOA Use On v

Box 5.3 - Jescriie 2vent 3U Srillamn ( JonTincaTion

rarest e,

Bex © - Suspect medicaticni(si { Continuation |
1. Nare (give labelad strengthi 4 mir lazeler, £ kaowr)

# L.2 ADVIL (IBUCPROTIN, Caplez)

2. Dese. frequeccy ¥ oroune ised
S
EDP R
3. Trnerapy dazes (Lf W, gLve duratio
= 1.2 00s9¢,1390 to UNX
5. # LI knnwn!
7. Bxp date (€ known)

3ux C.1C ~ Concomitan: med:ical products and therapy dazes (exclude =reatrent of
Therapy Name Dosz, frequency, & route used

DALMANY (FLUPAZZPAM HYLFOCHLORIDE! 15 mg 1lx per 1 Wx, Oral

PREMPPL  (TOMNJSUGATIE: "i0.625mg} " daily, Oral

ESTROGINS/MEDRCXYPROGESTERCNE

! Continuaticn )
Therapy Jates
unkiown Centinues

2070071998 re Czatinues

ACETATZ)
< s
FDA Farm 3500A {lacsimile) Sub TSSO T Ul 3 1IBP0 T BORS AUK CUNSUTULE 3N ALMUSSION thal MBCICal PErSOrng:, J5er fac.iiry, IS5Mowcr.

manutaciurer cr product caused o corribuled 16 B evant



nan Health Division

-—=- [Maividual Saf ReporY ~ '~ *°"'
use by user-facilities,
l l’ ““' ‘I \”““ |||l”"l ‘||{ NE and manu‘ac‘urers 10’
NDATORY reporting
%3722030-5-00- Page |

NO ATTACHMENT

50325804

Mercx Facsimie of FCA Fenm 3500A
Approved by FDA  (10/21,3))

Mir report #

WAES 01050455

UF/Dist report ¢

FOA (Jse Oniy

A. Patient information

C. Suspect medication(s)

1. Name (give labalaed strength & mirAabeier, if known}

1. Pabent dentfier 2. Age al me 3. Sex 4. Weght
of avent:
or 71 years Femaie
Unk

Date of D Mal
ale
In contidence Birth: _

¥ 1 TAB VIOXX Unk

#2 TAB ADVIL Unk
{Continued on Additional Page

B. Adverse event or product problem

1. AgQverse gvent . and/or Product problem ( e.g., delects/marfunctons)
L

2. Oulcaomes anriouted 10 adverse avent
(check alf that apply) D

] death
(mosgayryr)

@ lite-threatening

disability

D congenital anomaly
D required intervention to prevent
pemmanent impairment/damage

[E hospitalization-initial or prolonged other: _important medical

2. Dose, frequency A route used

1 Unk/Unk/PO

1

3. Theragy cates (fromAAc { il L rknown. give auration:

Unk - 10/24/00

*+2 UnkUnk/PO

»2

Unk - 20/24/00

4. Diagnosis for use (indication)
» 1 pain, osteoporosis

#2 Unknown

3.Event abate] atter use stopoed » dose
reduced.
ves o unk

oK OO U

3. Date of event
[margayivrs

10/24/00 l 4. Date of this report 05/08/01

(mordayryn

5. Describe event or prodlem

Information has been received from a pharmacist
concerning a 71 year old female with hypertension,
congestive hear:t failure, renal insufficiency, decreased
calz:um, a seizure disorder and depression and a history
ol a cerebrovascular acciden:t who was placed on therapy
ith rofecoxib. tablet for the treatment of the pain of
osteoporosis (dose and duration not reporzed).
Concomitant therapy included alendronate sodium (MSD),
cablet, for the treatment 0f osteoporosis (duration and
dose not reported!; ibuprofer {(ADVIL), tablec, (dose.
duratzion and indication unknown) and clopidogrel
bigulfaze (PLAVIX), zablet, for the treatment of a
cerebrovascular accident (dose and duration unknown).
Crher concomitant therapy included diltiazem
nydrochloride (TIAZAC), calcium (unspecified},
"ZESTRIL), sercraline HCl (20LOFT), potassium
.unspecified; and hydrochlorothiazide (manufacturer
unknowni . Cn 24-0CT-2000 the patient developed a
gasirocintestinal bleed from "multiple meds® and was
nospital:ized. The pharmacist noted that the suspected
trerapies included rofecoxib, alendronate sodium (MSD),

lisinopril

{Continued on Additional Page)

6. Lot # (if known)
01

7. Exp oate (if known)
(R

$2

#2

=X [ O O

4. Evant reanpeared aner rentrod .Chon

188 no unk

9. NDC # - for product probi

lemns only (il known)

Unknown

<L 0O I O
2 [ X O

HYDRODIURIL
TIAZAC

10. Concomitant medical products and therapy cates (exziude tnzatn.ent ¢t every)

{Continued on Additicnal Page)

Unk -Unk
Urk -Unk

G. Al manufacturers

1. Contact office - name/aadress

Merck Human Health Division
Merck & Co., Inc.

2. Phone Number
(610)397-2416

&. Rzoort source.
{check ali that apg ly}

6 Re.evar: lests.1adboratory gata, Mciuding dates

TnKNLOwWn

T Dtner rewevant Mstory NCILOING DieeuSUNG MediCal CONAINIONS
1@ 5. 1Iges.raCE Dregnancy. Smowung and aiconoil use. hepanc/renal Systunchon. eic |

H=- s,

HISTORY. cerebrovascular acciden:

NT CONZITIONS: congestive hear:c failure;
: hyper=ension: hypocalcemia; rena:

se.zure disorder

S-day

mnal

D 10-gay D periodic
D Follow-up#

P.O.Box 4 E] foreign
West Point, PA 19486-0004 O seor
E] tterature
ATTN: Worldwide Product Safety ] consumer
B] heattn
4. Date recerved by manuiacturer 5. ran protessional
(mo/dayryn 05/03/01 IAINDA '2_1‘.‘4" E] usar facility
IND & E] corpany
6. 1 IND, protocol # PLA # representaln 2
- E] astrioutor
pre-1938 [] ves
7 Type of report oTe [] cthar :
@,my proouct [:] yes

9. Mtr repon numbe’

WAES O1{50455

8 Aaverse svent termys)
GASTROINTESTINAL BLEEDING

E Imtlal reporter

[ vl

DEPARTMENT OF PHARMACY

_

WY s .

Submussion of a report does not constitute an admission that
medical personnel, user facility, distributor, manufacturer or
produc! caused or contributed to the event.

FDA

2 Heallh professionar?

YES

o

3 Occupation
Pharm.D.

4 ine ai reponer aise
3er rencr 13 FOA

O [~

[Xunl j




IndiViﬁV

i

saf
#3722

. iy - —

ibuprofen (ADVIL) and clopidogrel bisulfate (PLAVIX), and of these rofecoxib was the mos<- . ika

suspect and alendronate sodium (MSD) was a “remote possibility."” The patient was admitzed to rre
intensive care unit and these "drugs" were discontinued. The patient was treated with intravencus
famotidine (MSD) and transfused with packed red blood cells. Subsequently, the patien: recovered.

ll

-5-00-

B. Advers

Gastrointestinal bleed was considered to be immed:iately life-threatening and an other imgorzant
medical event. Additional information is not expected.

The pharmacist also reported the experiences of other patients while on therapy wizh rcfecoxin
(WAES#'s 01020825, 01020826, 00022279, 00081:00, 21050280} .

C. Suspect medication(s)

. Name (Given labeled strength & mirllabeler, if known)

#3  TAB FOSAMAX Unk
#4 TAB PLAVIX Unk

—_

N

. Dose. frequency & route used
#3  Unk/Unk/PO
#4  Unk/Unk/PO

w

. Therapy dates (from/to) (if unknown, give duration)

#2 Unk - 10/24/00
*L Unk - 10s24/00

4. Diagnosis for use (indication)
#2  Unknown
¥4 Unknhown

5. Event abated after use stopped or dose reduced

YES NO N/A UNK
L] X
" X

o

. Lot # {if known)
w3

L2

7. Exp date (if known)

L]
L)

8. Event reappeared after remntroduction

Yzs NO N/A UNK
L] X
. X
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Individual Safe

OLUNTARY reporting C - Form Approvat OMB N':: 3‘33‘:3‘.5.3:’3: "'.1'.’:'3’
/ FDA Usas Only
t d d t bl H H saquence
s and product problems L\ quence # qu'QKIb

*3744946- ool
THE FDA MEDICAL )‘xuuut.na AEr b« et Submission - Page 1

A. Patient information C. Suspect medication(s)
1. Patient identifier | 2. Age at time . . Wei 1. Name (Product Name) /20 O(Labeled Strength) / {MfriLabeler)
mg

of event: 79 Years # ibuprofen
or —_— -Advil-
Date / /
ofbith: ____ #2
2. Dose/Frequency/Route used 3. Therapy dates (if unkriown, give duration)
200 Q6H From To (or best estimate)
1. Adverse event  andlor [_] Product problem (e.g., defecte/malfunctions) # mg / /o""' #102/01/2001 - 04 /07/2001
2. Outcomes attributed to adverse event L / / _
{check alt that apply) [ disavitity #2 #2
D death D congenitat anomaly 4. Diagnosis for use ( indications with ) 5. Event abated after use
]  immiddyyyy) ™7 required intervention to prevent #1 stoppad or dose reduced
J life-threatening permanent Impairment/damage #1 Viges [ no doesn't
apply
hospitalization - initial o prolonged [ Jother _______ - #2 Clves Coo ot
6. Lot # (if known) 7. Exp. date (f known) | #2 L-¥es Lm0
3. Date of 4. Date of # #
event 04/07/2001 thisreport 06/21/2001 8. Event reappeared after
[mmiddryyyy) (mmiddiyyyy) reintroduction
5. Describe event or problem #2 #2

Patient was admitted with hematemes iS, 9. NDC # (for product problems orly) M Dyes D ne Uapp
dizzine§s, and weakness. She had been - - #2 Uyes [no g$ﬁﬂ
tf:g);l:;lgel?;iioge:\oitﬁ:?legi :Zﬁigsgozoggi 10. Concomitant medical products and therapy dates (exclude treatment of event)
was 6.8. She recieved 2 units of PRBC.
Patient underwent endoscopy that showed a
1 cm ulcer with a clot in the posterior
wall of the lesser curve, a clot in the
fundus, and a small ulcer in the antrum.

Prilosec, Biaxin, Amoxicillin, and D. Suspect medical device
Tylenol prn were started for ulcer 1. Brand name
treatment.
2. Type of device
3. Manufacturer name & address 4. Operator of device
D health professional
D lay user/patient
D other:
5. Expiration date
6. (mmiddlyyyy)
model # ___
6. Relevant tests/laboratory data, including dates l ‘ E( :l IVED 7. If implanted, give date
Hgb -on admission- 6.8 BP 120/58; Pulse catalog # S (mmiddiyyr
74; RR 13 Hgb -after a total of 4 units- serial # I q E Anne
11.0 WBC 7,300 Plts 115,000 INR 1.4 v Ul 8. If explanted, give date
H. pylori positive lot # "
other # MtDWAT CT[J
9. Device avallable for eval (Do not send device to FDA)
D yes D no edtomanufactwreron _______
{mmiadlyyyy)
10. Concomitant medical products g\d ?ﬁﬁ1 dates (exclude treatment of event)
7. Gther relevant history, including pr dical conditions

(e.g., allergies, race, pregnancy, smokmg and alcohol use, hepatic/renal dysfunction, etc. )
No past medical history No alcohol use,
non-smoker Meds on admission: ibuprofen CPOTEr (see confidentia o N 04
NKDA Social hx: death of husband and 1. Name phone

brother, illness of son

Pharm D Cand.
Drug Information Services, (D

United States

” N Lok 2. Health profassional? 3. Occupation 4. Also reported to
yes D no [Pharmacist D manufacturer
Mall to: MEDWATCH or FAX to: "
5. If you do not want your identity disclosed to user facility
5600 Fishers Lane 1-800-FDA-0178 e " o
Rockville, MD 20852-9787 the manufacturer, place an “X” In this box. D [___] distributor
FOA Form 3500

Submisslon of a report does not constitute an admission that medical personnel or the product caused or contributed to the eve  nt.

ETG 145955



MEDWATCH

Approved by the FDA on 09/24/1999
Mir report # HQ2376422JUN2001

PRODUCTS REPORTING PROGRAM

UF/Dist repon &

Wi

49 ge 1 of 2 FDA Use Only
A. Patient information C. Suspect medication(s)
1. Pauent ientifier 2. 39:‘{:!" :v_me 3. Sex 4. Weight 1. Name (give labeled strength & mir/labeler, if known)
INKNOWN o 39Yr [] temase UNK s #1ADVIL (IBUPROFEN, Tablet, 200 mg)
or
Date of #2
) male kgs
in confidence Birth: E o
3. Tnerapy cates { it unknowr. give duration;

B. Adverse event or product problem

1. Adverse event

[] Product problem (e.g., defects/malfunctions)

2. Qutcomes aftributed 10 advarse avent
{check all that apply)

ceatn

(mo/dayryr)
D Ite-threatening

haospaalization-initial or prolonged

D recovered

disability
congenital anomaly

required intarventicn 10 prevent
permanent impairment/damage

0]
LJ
O

a

other:

2. Dose. Irequency & route used

*#112 tablets daily
{frequency unknown),

(cont'c)
#1 unxnown

#2 $2

4. Date of this repon
{mo/day/yr)

3. Date of evert
(mo/oaylyr)

UNK l 06/26/2001

4. Diagnosis tor use (indication) 5. Everg abgled afte” use
stopped or dose reduced

#1 Pain NOS doasn't

#1[Jves [Jro [X] apoly
42
SO O O

5 Describe event or probiem
Information was received on 20-JUN-2001
concerring a 39-year-old, male, patient. The patient‘s
ceoncurrent lllnesses included chronic back pain. At the
time of the adverse event it was reported by a family
member that the patiernt had been a chronic alcohol
Crinker, and consumed 6 bot-les of beer along with 6
Dottles of wine coo.ers each evering. Therapy with
Adv:l (ibuprofen) (tablet) for pain began and ended a:
anknown dates. The dosage regimen was 12 tablets daily
at an unknowr frequency (overdose NOS), which the
physician termed, "chronic Advil abuse”. Concomitant
édrug therapy included Pepcid (famotidine), Tums (calcium
carbonate/magnesium carbonate/magnesium trisilicate),
and Aspirin (acetylsalicylic acid). At an unknown date
that patient was admitted to the emrgency room after
experiencing abdominal pain (Abdominal pain NOS) and a
"poppirg sensation” in the lower abdomen. The phvsician
reported that the only significant clinical finding was
gaurding ir the right lower quadrant. Initial lab
(cont'd)

from a physician

6. Lot # (it known) 7. Expdate (if known)

#1 1 8. Event reappeared after
remntroduction
d A
¥z 2 #1 [ Jves [re [X) %0y
d 1
9. NDC # - tor product problems only (if known) *2 D yes D"° ::;lr;,
10. Concomitant medical products and therapy dates (exciude treatment o! event)
See following Page.
G. All manufacturers
1. Contact office ~ name/address 2. Phone number
WHITEHALL-ROBINS 6109644680

201 of Prussia
Sixth Floor
Radnor, P~ 39087-5114

Jill Robinson

3. Repon source.
(check all that apply)

6. Reievant 1estsAaboratary data. including gates

See following page.

D toreign
) .
JUN 2 7 [ sty
) D liverature
L D cansumer
heaith
4. Date recervad by manutaciurer 5. protessional
(mo/day/yr) (AINDA  18-989 D user facility
06/20/2001 IND # D company
representative
PLA #
6. If IND, protocol # D distributor
pre-1938 [ ] ves D
other :

&

oTC
prodiuct

7. Other relevant history including preexisung medicai conditions
(e.g.. allergias. raze. pragnancy, smoking and alcohol use, hepalic/renal dystunction, elc.)

CONCURRENT CONDITIONS:
Back pair; Alcoholism; Drug abuse

7. Type of report

D 5-day 15-day
[(J10-tay [Joericdc
inifial [ tollow-up

8. Aoverse avent tenny(s)
Overdose NOS

Haematome NO,
Respirat :x,uﬁﬂr% t7 { ?)00!

neonatal)

Rectal bleeding
9. Mir. repon number Abdom:nal pain NOS
HQ2376421JUN2001 Mouth haemorrhage
{cont’'cd)
E. Initial reporter
¥. Name & address phone #

D:. ° *
ulte DS
us

JUN 2 8 2001

Submussion of a repon does not sonstitute an admission tha:
medical personnal, user 1acility, distibutor, manutaciurer or product

FOA Form 35004 (facsimiie) causec of contributed 1o the event.

JUN2 62001

DATESENTTA DA

4 (nitial rapone- aiso
sent report to FDA

Dyes D no unk

2. Health protessional?

yes D no

3. Occupation
UNK




‘ . 'I‘I!'IV Y It’i M E DWATC H Aporoved by the FDA on 09/24/1999

dividual Safety Report Mirrepon# 402376421 5UN2001
”N ""M W” " m"m“"M'mm““ «"”m,, ‘"] e
, UF/Dist repon #
*3749073-X~00-02* 2 of 2 FDA Use Oniy
Box B.S - Describe event or problem ( Continuation )

findings were WBC 26800 mm~3, Hgb 14.8 g/dL, and HCT 43.9%. An abdomina: CT scan revealed right
retroperitoneal phlegmon, which the radilologist stated couid not be drained percutaneously. The
patient was admitted and treated with IV fiuids and broad spectrum antibiotics. The morning after the
admissior the patient went into respiratory arrest (respiratory arrest (exc neonatal)}, and was
intubated and transferred to an ICU. The patient haé a nasogastric tube, foley catheter, and a zriple
lumen subclaviarn central catheter placed. The reporter stated, "The patient underwert an emergent
exploratory laparotomy that day after stabilization. The operative finéing was a righ- retroper.toneal
hematoma (haematoma NOS), which extended from the duodenum to the peivis. The retroperi-oneal hematomea
was not explored as it was not expanding and clotting studies were prolonged. Operative cultures were
all negative. The patient was returned to the ICU where he developed progressive multisystem organ
failure (muliti-organ failure) including pulmonary, renal, and hepatic failure. He had d:ffuse bleeding
from the mouth and anus (rectal bleeding) (mouth haemorrhage) . " The physician alsc reported that all of
the patient’s clotting parameters were prolonged with a D-isomer level of >4.0. The patient received
many units of blood, platelets, and fresh frozen plasma. The physician reported that the patient also
received dialysis and went on to receive nutritional support. The patient died as a result of the
adverse event two weeks after admission to the hospital.

Box B.6 - Reievant test/laboratory data, including dates ( Continuation )
Test Name
Dare Resulr Normal Range

Computerised tomogram abnormal
right retroperitoneal phleagmon

Haematocrit
43.9 % -
Haemoglobin
14.8 gséL -
Write blood cell count increased
16800 mm~3 -
Box C - Suspect medication(s) { Continuation from Lines #1 and %2 on original page )
2. Dose, frequency, & route used
1.1 Oral
Box C.30 -~ Concomitant medical products and therapy dates (exclude treatment of event) { Continuation )
Therapy Name Dose equenc & route used Therapy Dates
PEPCID (FAMOTIDINE) unknown dose daily, Oral unknown
TUMS (CALCIUM CARBONATE/MAGNESIUM unknown dose daily, Oral unknown
CARBONATE /MAGNESIUM TRI SILICATE)
ASPIRIN (ACETYLSALICYLIC ACID) unknown dose daily, Oral unknowr.
Sox G.8 - Adverse event term(s) ( Continuation )

Multi-organ failure JUN 2 7 ZBOI

DSS

JUN 2 8 2001

FOA Form 35004 {facsimile) Submission of a report does not constitute an admission that medical personnel, user tacilny, distributor,
manutacturer or product caused or contributed to the event.



T WA AOSLE T, L, o oo M E DWATC H Approved dv the TDA on 19/24/1099
Mt repon 4 HQO 1255315012000
” ” PRODUCTS REPORTING PROGRAM
LFDist reoen
*3760470~9-00-0 | )
ge ! of I DA Use Only
A. Patient information C. Suspect medication(s)
: f’ax:ﬂe"‘.l'»clennher 2. Age at ume 3. Sex 4. Weght 1. Name {give labered strength & mirlapeler, | known)
KNG ST ave 165 s ¥1ADVIL (I3UPROFEN, Tablac, Unspes
Date of o *2
n 2anfidence Bin: e

B. Adverse event or product problem

1.7%] Adverse event

[:I Product prodlem (e.g., defects/malfunctlons)

icheck all that apply)

D deatn
O

{ro/day/yr)
ile-tnraatening

D -ecovered

2. Quicomas attnbuted to adverse avent

X | nespiralizaton-initial or proionged

disability
congenital anomaly

g
O

other:

required intervention to prevent
permanent impairment/damage

3. Date of avent
{moigayiyr)

10/00/1993 l

4. Date of this report
{mo/day/yr)

07/16/2001

3. Descnoe event or pmblem
2 353 Yr old Wh:ite

ceased in CCT-1993.

reported

that her use o?

therapy was no:

icers i{Gastric uicer perforation)
The pazient was hospitalized
Lniensive care. Cordition reguired 2 sugeries.
nas recovered.

nformacticn has beer received on 28-JUL-2000 concerning
Zemale patient who nad taken
Zor Headache NOS.

ADVIL

Therapy began in JUL-1993 and
The dose regimer included:
Zv. Concomitant

6 to 8

reported.
Advil resulted in

in

for 3 days in

Patient

2 Dnse. frequency & roule used

3. Therapy gates { i unknown, give avraticr)

201 King of Prussia
Sixth Floor
13087-5114

Radnor, PA
Jill Robinson

*15 to 3 tablets daily, #1.07700/2993 =25 10/00/1953
Oral
¥2 42
4. Diagnesis tor use (indicaton) 3. Event aoateq after use
. . . stopoed or Jose reguceq
#1 Heacache NOS doesnt
[ e (%
42
2 ves no doesn't
*2 D ’ D apply
8. Lot # (it known) 7. Exp date {it xncwn)
#1 #1 8. Event reaopeared after
reintroduchon
doesn't
¥2 82 #1 '_'V"s D"" (<] appiy
- doesn’t
9. NDC # - for product proclems snly (it xnown) *2 ] yes Dm apply
10. Corcomitant medicar products and therapy dates {excluce ‘reatment of zvent)
UNK
G. All manufacturers
1. Contact office - namesaddress 2. Phone number
WHITEHALL-ROBINS 6109644520

3. Repon sourcs.
(check al that apply)

D toreign

None Provided.

. Relevant tests/laboratory data, including dates

4. Date received by manulacturer
{mo/aay/yr)

07/28/2000

6. It IND, protocol #

UNK

7. Other -elgvant history, including preexisting medical concitions
{e.g.. allergias, race. pregnancy, smoking and alcoho! use, hepatic/renat dysiunction. etc.)

Submssion of a raport goes Gt constitule an admission that

FDA Form 3500A (facsimile)

mMedical personnal. user taciity, distnbuzcr, manulaciurer or proguct
causedq or zontnbuted ‘o ha ever!

7. Type of repon

D §-day D 15-day
D 10-day E{j penodic
itz [ ]tollow-up #

D study
D literature
consurmer
D health
Py protessional
(AINDA  18-0%9 D user ‘aciity
IND # company
D representative
PLA #
distnbutor
pre-1938 D D
other
oTC D
product

9. Mfr. report number

HQ9196631JUUL2000

8. Adverse event term(s)
Gastric ulcer periosrarion

E. Initial reporter

1. Nama & address

FMS.

J

phone #

uL 17 2001

(93}

2. Health protessionai?

yes < | ne
O

3. Occupanon

LN

4 imnial reperer s
3ent rapan 1o FOA

[ ves l:] " ] ank




\Tl YEIJH
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MFDWAT

JDUCTS REPORT'NG PROGRAM

1 of 2

Appravec 2y ths FDA 2n 09/24/°999

| Mts -eport &

HG997 242022501

UF:Cist report 4

FOA Use Ony

A. Patient information

C. Suspect medication(s)

230 mgt

1 ?an‘wier 2. Afgs at 'me 4. Weight 1. Name igwve labeled strength & mfr/labeler, i known)
of event: - - .
or 42vr UNX Ibs #1ADVIL (IBUPROFEN, Table-,
or
Date of #2
. kgs
 sznfigence Binn:

[ B./Adverse event or product problem

Adverse event D Product problem {e.g., defects/maifuncticns)

tog!
X

1

2. Cutcomes antnbuted to adverse event
{creck all that apoiy)

! geath
{mosdayryr)

: life-n-eatening

¢ | nosontalizatien-inital cr prolorged

| recoverea

disabitity

1
0
U

O

congenital anomaly

required intervention to prevent
permanent impairmentdamage

ather:

2. Dose. frecuency & route used

#12 Tablet

x per 1
Oral

Day.

#2

3. Therapy dates i | urknown, give curaruor‘;
#1 04/00/2CC0 ro C4:12/200

42

3. Date of avent
imo/dayryr)

07/16/2001

047°2/2001 4. Date of this repont
{mardayryry

4. Diagnosis ‘or use (indication)
#1 Back pain

$2

5 Event apated atter use
stopped or dosa reduced

81 yes Dno D"fgg@"

e O

5. Descnoe aver: of probliam

rration was received on 20-APR-20C1 from a

+Z-vear-o.d, white, female patient. The patient had a
past medical history oI a ruptured appendix, and
Therapy with Advil (ibuprcfen) (tabler) for

and con=inued as needed for
The cdosage regimen was 2
12-aPR-2001 zhe pacrcient had
morning or an empty storach,
cup of coffee. The patient
occasionally take addicional
T for relief of back pain, which she
on 1Z-3PR-2C00X1. It was unknown if the patient was
Taxing concomizan:t drug therapy. The patient
gaszric ulcer perforation (gastric ulcer
pericrat.on), which began with vomitting bloed and dark
olored Ziarrhea-~like stools on 12-APR-2001. The
patient was taken to the emergency room, where she was
dlagriosed with gastric ulcer perforation. The ulcer was
above a blcod vessel and was cauterized. The
(cont'd)

an in APR-2000

1 12-APR-2001.
s mcuth daily on
ol

in :he

24 zhar she would
‘rer runring

excer.enced

_ocaned

8. Evenl reappeared alter
reintroduction

doesn't
v e e 1555

6. Lot # (if known) 7. Exp data (if known)
#H #

42 *2

9. NDC # - for product problems onty (if known})

20 O %

10. Concomitant megical procucts ard nerapy dates (exclude eatmen cf svent)

UNK

G. All manufacturers

1. Contact office ~ name/address

WHITEHALL-R0BINS

201 King of Prussia
Sixth Floor

Racnor, PA 19087-511

Jill Robinson

2. Fhone number
6109644630

3. Aeport source.
(cneck ail that apoly)

D toreign
D study

8. Relevant testslaboratory data, inciuding dates

Norne Provided.

literature
consumer
D heaith
4. Date received by manufacturer 5. prctessional
(mo/dayfyr) (AINDA | 8-0%Y D user facility
04/20/2001 IND # ':] cempany
representative
PLA ¥
6. It IND, protocol # | Qistributor
pre-1938 D yes
D other :
oTC
proauct

7. Other relevant nistory. including preexisting meaical condilions
te.g.. allerges, race. oregnancy, smoking and alcohol usa, hepatic/renal aystunction. etc.)

PAST CONDITICNS:

Appendicitis perforated

7. Type ol report

[Js-day [J15-0ay
D 10-day penodic
initial D follow-up #

9. Mir. report numbar

HQ9972420APR2001

8. Agverse event term(s)
Gastric alcer perforartion

E. Initial reporter

1. Name & address

phone &

JuL 17 2001

FDA Form 3500A {facsimiie)

Submission ol a rapon Goes Not constitute an admission :hat
medical persornel. Jser faciity, distabutor, manutacturer or oroduct
caused or zonnbuted to the svent.

3. Occunation
TINE

2. Heatith professional?

3. Imtal resor2r aiso
sent renort to FUA

D ves D 0o D urk




w‘ A NY ETH MF |DWAT-C H ;K'mtoved oy me.‘ﬁDA rl rieféjf,'199>9 __

w | JOUCTS REPORTING PROGRAM T AREETRaIfaERIOL 1

- i {

Pl . 2 _of 2 £DA Use Cry |
35x 3.3 - Descr.be event or problen { Continuat>on ?}

d thar she nad lost 1/3 of her toral blood volzame. The patient was dischargec Irom -“he
ee days without sequelae, and had recovered at the time of :the report.

JUL 17 2000

FDA Form 3500A (facsimie) Submission of a recont does not constitute an adrussion that medicat personnzl. user taclity, distnbutor,
manulacturer or proguct causea or contnbuted to the event



MEDWATCH

WYETH
W e

RODUCTS REPORTING PROGRAM

Approved by ‘he FGA on 09/24/1992

Mtr repon # HQIO8I6I5FE3200(¢

UF/Dist report #

lIl Salljetm“ ii”el TIMI“IM’ "I' im
*3 "!llll 7-3-00-01%

1 of 2

FDA Use Orly

AL Fauen mmiormation

C. Suspect medication(s)

#2 RECOMBINANT HUMAN 30ONE MORPHCGENETIC PRCTEIN-2

. Pwyer 2. A’ge at ime 3. Sex 4. Weight 1. Name (give labeied strengtn & miriabeler, it known)
of gvent: ) )
o 67vr D fermale UNK Ibs #1ADVIL (IBUPROFEN, Table:z, Unspec)
035 ————— or
. male gs
n Zontidence Birth:

| B. Adverse event or product problem

1.[x] Adverse event [ Product probiem (e.g., defects/maifunctions)
2. Outcornes atnbuted 1o advarse event
{check ail that appiy) D disabiiity
l:] death D congenital anomaly
—_———
. (movday/yr) required intervention to prevent
D lite-threatening D pemanent impairment/damage

hy talization-initial or prolonged
oser P 9 D other.

recovered

2. Dose, ‘requency & route used

#13 Tablet 1x per LCay,
Oral

¥21.5 mg / ml ACS
Surgical Implanc,

Other

3. Therapy dates ( if unkncwn, give duration)
#1 01/23/20C0 =0 07./25,2000

82 0572472999 to 0%/24.2399

J. Date ot event

01/23/2000 4. Date of this report
{mo/day/yr) :

(mo/dayryr)

4. Diagnosis tor use (indicaucn)

#1 Post-operative analgesia

#2 Bone grafr-

5. Event abated alter use
stopped or dose reduced

1 D yes Dno @"SSS.’;’
r2[Jres [ %’

S. Describe avent or problem
Informatior was received 4-FEB-2000, 11-FEB-2000, and
30-JUN-2000 from an investigator concerning a 67 year
o.d male participant in a CR&D Study {(RhBMP-2; protocol:
C9730-.1; investigator #772; patient #035). The
patient’s ceoncurrent illness included dental implants
(Tocth disorder NOS;) placed on 11-JAN-2000. Additional
mecdical a:story was not provided. Therapy with ADVIL
{iouprofeniTables for Post-operative analgesia begar on
13-J3N-22C9 ancd ceased on 15-JaN-2000. The dose
regiren :ncluded 3 tablets every day at bedtime. The
croduc:t was then withdrawn. Additional suspect
medicazion included recombinart human bone morphogenic
protein-2 (RhBMP-2) implant (patient received 1.5 mg/ml
rhBMP/ACS on 24-MAY-1999). Concomitant medications
included CEPHALEXIN, DEXAMETHASONE, HYDROCODONE
W/ACETAMINOPHEN, MEPERIDINE HYDROCHLORIDE, METHOHEXITAL,
NITROUS OXIDE, PERIDEX, TETRACYCLINE, and XYLOCAINE
n 22-GAN-2000, the patient experienced abdominal pain
and went Zo the Imergency Department. On 23-JAN-2000
{cont'd)

07/16/2001 6. Lot ¥ (if known)
1 #1
#2118028AA #2

7. Exp date (it xnown)

8. Event reappeared atter
reintroducticn

'y D ves Dno dg;z:tny't

9. NDC # - for product probiems onfy (if kngwn)

2 o [E1%58

10. Concomitant medical products and therapy dates [exclude reatment ¢f avent)

See follicwing Page.

G. All manufacturers

1. Comact offica - namesadcress
WHITSHEALL-ROBINS

201 King L Prussia
Sixth Floor

Racdnor, PA 19C87-5114

Jill Robinson

2. Phone rumber
6109644680

3. Report source.
(check all that apply)

foregn
Sstudy
literature
consumer

health

6. Relevant tests/laboratory cata, including dates

See following page.

4. Date recerved by manufaciurer
(mo/day/yr}

06/30/2000

6. It IND, protoco! #

7 Cther relevant mistory. ncluding preexisting medical conditions
(e.g.. allergies. race. pregnancy, smoking and alcohol use, hepatic/ranal dysfunction, etc.)

CONCURRENT CONDITIONS:
Tooth disorder NOS

7. Type of report

[ s-vay [J15-aay

S

}MNDA 18-989

IND #
PLA 4

pra-1938 D yes
o1C <
product yes

protessional

user facility

company
representative

gistnbutor

00 00 ®=0000

other:

8. Adverse event term(s)
Gastrointestinal haemorrhrace

Submission of a repor doas not constitute an aomission that
medical personnel, Jser tacility, distributor, manutaciurar or oroguct
caused or contnbuted o the event.

FOA Form 3500A (facsimile)

5]
in
N

D 10-day penodic NS
D nitial follow-up # 1
9. Mir. report number
HQ1081615FEB2000
_E. Initial reporter
1. Name & aodress pnone # —
. [of School of Dentistry
O X
"JUL 17772001
2. Health protessional? 3. Occupation 4. Initial reporter also
N T H 6 i sent repont to FDA
yes D no Denstu.rsgr.e, of.‘.nr 2

Dyes D 10 E Wik




MEDWATCH

WYETH
TM‘A’ AXF

Aporoved by the DA on 09/24/1399

|
|

1a Mirreport 4 y0: 08152 5FEB2000
\ iNdhidua: sarety Report |ODUCTS REPORTING PROGRAM
E
* 17-3-00-02+ —2 of 2 FDAUse Ony |
80x 3.3 - Describe event or problem { Centinuation
hemorriage

Gaszroinziestinal haemorrhage NOS).

verified by an antral biopsy on 1-FEB-2000.

Cn 1-FE2-2000

Advil.
caused by :the combination of medications the patient was taking.

the patien:t was admit:ied o the hospital ancd diagnosed with gastrointestinal
' Event was determined to be severe {grace 3)

and the investigator considered the events not related to rhBMP-2/ACS implant.
Meriitor and the patient's private phiysician corsider gastrointestinal hemorrhage possibly related :o
The investigator fel: the even- was related to the irritation of the gastroiniestinal zZract

according to the
toxicity scale provided by the protocol. The patient was discharged from the hospital to resume normal
activities. Information received 30~-JUN-2000 irdicarced the patient had a mild chronic gastritis
The small bowel, colon, ané terminal 1leum were all
he haemoglobin level was 12 ¢/dL and the haematocrit level was 36%. The med:-cal moni:cr
Beth the medical

normal.

Test Name
Date Resulr

3ar-zum double contras:c NOS

A-ray with contrast upper gastrointestinal tract
02/11/2000 Small bowel series was normal.

30x 3.6 - Relevant test/laboratory data, including dates { Corntinuarion

Normal Rance

02/09/2000 Normal colon and terminal ileum.
Biopsy NOS
02/01/72900 Ancra: biopsy: mild chronicg gastritis. -
No Helicobacter organisms identiiied on
the "H&E" or special stained sec:ions
examined.
Haematocr:iz
02/02,2000 36 % 37.0 - 49.0
Haemoglobin
02:01-2200 12 asdL 3.3 - Z6.7

1. Name {give labeled strength & mfr/labeler, if known)
2.1 (RHBMP-2) (RECOMBINANT HUMAN BONE MORPEOGENETIC PROTEIN-2 {RHBMP-2) ,

Box C ~ Suspec: medication(s) ( Continuation Zrom Lines 41 and #2 on original page )

Implant}

Dose, frequency, & route used

Theraoy Name

CEPHALEXIN (CEFALEXIN)

500 mg 4x per 1 Day, Oral

PERIDEX (CHLORHEXIDINE GLUCCONATE) 1 oz 2x per 1 Day, Oral
HYDROCODCNZ W,/ ACETAMINOPHEN
(HYDROCODONE

BITARTRATE PARACETAMOL )

0.5 Tablet 2x per 1 Day, Oral

TETRACYCLINE (TETRACYCLINE)
TETRACYCLINE (TETRACYCLINE)

500 mg 2x per 1 Day, Oral
500 mg 3x per 1 Day, Oral
TETRACYZLINE (TETRACYCLINE) 500 mg 2x per Cay, Oral
NITRCUS OXIDE {NITROUS OXIDE} 60%, Inhalation

MEPERIDINE HYDROCHLORIDE

50 mg 1x per 1 Day, Intravenous
(PETHIDINE HYDROCHLORIDE)

METHOHEEXITAL (METHOHEXITAL) 30 mg 1x per 1 Day. Intravenous
ITAL (METHOHEXTTAL) 10 mg 1x per 1 Day, Iatraverous ¥

i

-

DEXAMETHASONT (CEXAMETHASONE) 8 mg lx per 1 Day. Zntra&enous

XYLOCAINE 21 (LIDOCAINE) 6 doses, Subcutareous

3ox C.10 - Conccmitant medicaZ products and therapy dates (exclude =zreatment of event}

Therapy Dates

01/21/2000
0l/12/2000
01/11/2000

10/23/1999
01/01/2000
01/03/2000
01/11/2000
01/11/2¢C00

31/1172000

92/11/2900
0% /2172000
01/11/2000

to
to

to

{ Continuation )

02/2372000
C1/21/2000
01/12/2000

127241999
170272000
270472000

01/11/2000

01/1L/2000

01/1.,2000
0:1/1L/20¢0
02/11/2000
42000

0L/21L

JuL 17 2001

FDA Form 3500A ifacsimile) Subpmission of a repen goes not constitute an agrmission that medical versonnal. user taciity. aistnoutor,

manufacturer or droduct caused or coniribuled to ha event,

+



:DWATCH

Approved by the FDA on 09/24/1993

Mir report # HQ1183(C22MAVY2C01L

LI

*377”2 2-X-00-01%

'RODUCTS REPORTING PROGRAM

UF/Dist repont #

FOLAUELEIA, FA Y107

3 FDA Use Only

| [C Suspect ABIGaGNE)

Page ! of
A. Patient information
1. PaWﬁer 2. A‘ge at I‘ime 3. Sex 4. Weight
nt:
0(: ove 80Yr E temale 84 ibs
or
Date of
. male ki
in confidence Birth: D o

1. Name (give labeted strength & mfrtabeler, il known)

#1apviL (reuprdk; G2 e2( (o0 mo)
CDR/CDER

TAdverse event or product problem

1. Adverse event

[[] Product problem (e.g., defects/malfunctions)

2. Outcomes attributed to adverse event
{check all that apply)

D death

D Iite—threatening
hospitalization~initial or prolonged D other:

D recovered

D disability
congenital anomaly

ay/yr. D required intervention to prevent
permanent impairment/damage

2. Dose, trequency & route used 3. Therapy dates { if unknown, give duraticn)

#1%) T?blet 1x per 1 Day, #111/21/1959 to 04/28/2001
ra

#2 #2

3. Date of event
(mo/day’yr)

08/08/2001

21 9 4. Date of this report
12/21/199 I et

4. Diagnosis for use (Indication) 5. Event abated after usa
stopped or Jose raduced

#1 Arthritis NOS doesn't

1 Dyes Dno apply
2O O 55"

42

5. Describe event or prablem
Upon subsequent review the following fields have been
modified: event details and narrative. Follow up
information was received on 25-JUN-2001 from a
healthcare professional updating the patient's course.
Tnitial information was received on 21-MAY-2001 from an
g80-year old female patient. The patient’s concurrent
illnesses anemia since 1998, and hypertension with a
past history of toe surgery subsequent to a foot
fracture. Therapy with Advil (ibuprofen) (tablet) for
arthritis NOS began on 21-NOV-1999 and ended on
28-APR-2001 (drug maladministration). The dose regimen
was one tablet by mouth once daily. Concomitant therapy
included Vitamin e (tocopherol),Centrum
(multivitamin/multimineral), and Monopril (fosinopril
sodium). The patient was admitted to the hospital after
experiencing "melenic stools™ {melaena) followed by
episodes of hematemesis (haematemesis) and subsequent
light headedness (dizziness exc vertigo). The patient
also complained of weakness (weakness), fatigue

(cont'd)

6. Lot # (it known) 7. Exp date (it known)

#1 #1 8. Event reappeared aiter
reintroduction
*2 'z o1 [ O [K%500

2 e %5

9. NDC # - for product problems only (it known)

10. Concomitant medical products and therapy dates (exclude traatment of svent)
See following Page.

G. All manufacturers

2. Phone number
6109644680

1. Contact office — name/address

WHITEHALL-ROBINS
201 King of Prussia

Sixth Floor
Radnor, PA 19087-5114

Jill Robinson

3. Repont source.
{(check all that apply)

toraign

study

00

literatura

consumer

health

6. Relevant testsAaboratory data, including dates

See following page.

4. Data received by manutaciurer 5. professional
(motdaylyr) (ANDA 1) 18-989
08/02/2001 IND #

PLA #

user facility
company
repraseniative

6. 1 IND, protocol # distributor

pre-1938 D yes

oTC
product yes

other :

00 00 =00

7. Other relevent history, including preexisting medical conditions
(e.g.. allergies, race, pragnancy, smoking and alcohal use, hepatic/renal dysfunction, etc.)

CONCURRENT CONDITIONS:
Anaemia NOS; Hypertension NOS

PAST CONDITIONS:
Operation NOS; Foot fracture

AUG 0 8 2001
DATE SENTTOFDA

7. Type ol raport

8. Adverse event term(s}
Gastric ulcer

Fatigue S
Drug maladministiatys -

tollow-up # 2 Haematemesis

D 5-day 15-day
[ 10-day [ ]periogic
[} initat

Melaena . R 7(\(‘;:_
9. Mfr. repont number Weakness \U(ﬂ dolt AR
HQ1183022MAY2001 Dizziness (exc vertigo)

(cont’d)

E. Initial reporter

1. Name & address
Dr

AUG 09 2001

Submission of a report does not constitute an admission that

FDA Form 35004 {facsimile) causad or contributed 10 the event.

madical personnel, user lacility, distributor, manufacturer or product

2. Health professional?

yes D ne

4_ Initial reporter also
sen’ report to FDA

Dyes D no unk

3. Occupation
Physician




)

Al
* 7@4&

,_ ’V Y H M E DWATC H Approved by the FDA on 09/24/1999

ET
1 I Mirreport#  HQ1183022MAY2001
UF/Dist report #
2 02+

-X=-00~
age 2 of 3 FDA Use Only

Box B.5 - Describe event or problem { Continuation )

(fatigue), and lightheadedness over the day or two proceeding the hospital admission. On admission, the
patient was found to be anemic (anaemia NOS) with normocytic indices. The patient’'s subsequent
esophagogastroducdenoscopy revealed a 1 cm ulcer in the lesser curvature of the stomach body (gastric
vlcer) , as well as erosive gastritis (gastric erosions) and mild duodenitis {duodenitis)} within the
stomach bulb. The patient, who experienced no weight loss according to the physician, was found to have
prerenal azotemia {acute pre-renal failure). The physician attributed the elevation in blood urea
nitrogen secondary to the gastrointestinal bleed. The patient’'s laboratory tests consisted of the
following; a white blood cell count of 7900 cells, hemoglobin of 6.1g/dL, hematocrit of 18.6%, platelets
of 257,000, an Mean cell volume of 96 f1, a Red blood cell distribution width of 14.3, a BUN of 79
g/day, a blood creatinine of 1.2 g/dL, an International normalized ratio of 1.2, a prothrombin time of
26 seconds, a body temperature of 99.7 deg.F, a heart rate of 82 beats per minute, and respiratory rate
of 20 breaths per minute, a blood pressure of 141/50 mmHg, and a weight loss from 110 pounds to 84
pounds according to the patient. The patient's adverse event improved when the drug was discentinuec.
Also, the patient has not recovered from her symptoms.

Box B.6 - Relevant test/laboratory data. including dates ( Continuation )

Test Name
Date Result Normal Range

Biopsy bone marrow
"ruled out malignancv"

Blood creatinine
1.2 g/dL -

Blood pressure
141/.50 mmHQ

Blood urea
79 g/d -

Body temperature
99.7 deg. F. -

Endoscopy NOS

revealed 1 _cm ulcer in_the lesser
curvature of the body of the stomach.
There was a visible vessel in the nearby
mucosa.  There was alsq erosive
gastritis and mild duodenitis

Haematocrit

“found tc be anemic with normocvtic -

indices"

18.6 % -
Haemoglobin

6.1 g/dL -
Heart rate

ll82 L -
International normalised ratio

1.2 -

Mean cell volume
e | i DS S
L]

257,000 cells -

Prothrombin time AUG 1 0 ?U(U

26 seconds

Platelet count

]
Respiratory rate 3
g . - ) -
Weight

lost w?iaht (from 110 pounds to 84
pounds

Write blood cell count AUG 0 9 ZDU’

7900 cells/uL -

FDA Form 3500A (facsimile)  Submission of a report does not constitute an admission that medical personne!, user facility, distributor,

manufacturer or product caused or contributed to the event.
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Mirreport # K1 183022MAY2001 "I
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UF/Bist repon # '

LR sy s s e e Page 3 of 3 FDAUseOnE—]
3ox C.10 - Concomitant medical products and therapy dates (exclude treatment of event) { Continuation ) 7
Therapy Name Dose, frequency, & route used Therapy Dates
VITAMIN E (TOCOPHEROL) 400 IU 1x per 1 Day, Oral 12/00/2000 to Continues
CENTRUM (MULTIVITAMIN/MULTIMINERAL) 1 Tablet 1x per 1 Day, Oral 00/00/1999 to Continues
MONOPRIL (FOSINOFRIL SODIUM) unknown, Oral unknown
Box G.8 - Adverse event term(s) ( Continuation )}

Acute pre-renal failure
Anaemia NOS

Gastric erosions
Duodenitis

DSS

AUG 1. 0 2008

AUG 0 9 2001

FDA Form 3500A (facsimile) Submission of a report does not constitute an admission that medical personnel, user facility, distributor,
manufacturer or product caused ar contribuled 1o the event.
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TARY reporting See OMB statement on reverse

snaiviclal sarety Report YLUN ARY reporing e
TTITELUITE N v 3 V5

- AT
1 *3 wrRULKAM Page of R N ( i
A. Patient information C. Suspect medication(s)
1. Patient identifier | 2. Age at time ) 4. Weight 1. Name (give labeled sirenglh & mirilabeler. if known)
of event: g H \ ]
#1 t
D43 | remate| 153 s N e
Date 4o
In confidence of birth: - »
B. Adverse event or product problem 2 Dose, frequency & route used 3 Th:e‘rap)( d:’ittfs (if Lnknown, give duraticn)
. M e or Ligsh estieato
) ; #
. L‘A Adverse event  and/or D Product problem (e.g.. defects/malfunctions) # 'Q *Qbs / daq PD ! P-m
n ¥ P )
2. Outcomes attributed to adverse event o
{check all that apply) [ disabirty #2 #2
D death I:] congenital anomaty 4. Diagnosis for use (indication) 5. Event abated after use
ea — .
= . modayyn D required intervention to prevent #1 a_ n ’siopped or dose reduced
] lite-threatening permanent impairment’damage | R #1 &yes D”O Dgggﬁlm
g hospitalization — initial or prolonged D other: §2 —:]__i] _‘Jaoen-l
B— i 6 Lot # {if known) 7. Exp. date (f known) | *2 L-Y88 N0 S5EN

w45 /sl | e g lacn) | |TunKn@en | Munknadd s
5. besé;ibe event or préblem = I #2 #2 .
—nq_e' QO:K wQS Od \‘ %4}_& 9. NDC # (for product problems only) %—iyes S_To_,[[ﬁxsﬁggf::
L1 ﬁ‘ ‘”’Q( ' - - #2 es no OB/
hOSP'l +Q‘ b-Q Q, : g e ﬁ &_ 10. Concomitant medical products and therapy dates (exclude :)r,ealmenl cf evena!‘))py
du,BOULr\a\ wloer sec GY\Ol Qe 1
t non-Stero’ dal anfi- i Hommaite
drb\C}fS . \rh{ ‘ID+' had QL (‘eb‘-eed D. Suspect medical device

Yoxol  Tamorde

4 dclj S Qg"‘er Oﬂd (Q%;: ?)-:L 2A. Type of device
repeat endostopy. \
d\\ﬁ é‘*bi) b\‘C e d\i ﬂtj [] heann professional

3. Manufacturer name & address 4. Operator of device

D lay user/patient

W {d 30mPo 8D [ other
phwes pg o ﬁ{ﬁfﬁ e RECEIVED

b O.LK/ Moo D‘Ofed sh?ﬁlf_-), 3 f—\UG 1 4 2Ug1 5 E:RE(?}?ondate

model #

6. Relevant tests/laboratory data, including dates M EDW AT CH CTU 7 If implanted. give date

ylas |or % ReC = 31T, KB <1001 KT 30.5] ™0

serial #

5}"5’0' RBC =y .DS) H6B= 1.5 > HET==33 .9 ot 8. If explanted, give date
- mo ddy v
other #
9. Device available for evaluation? (Do not send 10 FIJA
D yes D no D relurned to manufa@&g

NG Ay o

10. Concomitant medical products and therapy dates (exclude: gre?tﬁ IEO' event)
v
s

AUG 1
7. Other relevant history, including preexisting medical conditions (e.g . allergies,

race. pregnancy. smoking and alcohol use. hepatic/renal dysfunction, etc.)
' Addanced non—sm\\ cell l urﬁ CH E. Reporter (see confidentiality section on back)
1. Name, address & pho

4. on codiahen + chemo Hoopital
5+m3e T Bceast CA Y
Thyfohd Gov¥er

ﬂ 2. Health professional? | 3. Occupation . 4. A so reported to
j ':] manufaclurer
T Mail to: MEDWATCH or FAX to: ™l yes [ o o'y m'1Q15+ T user faciity
5600 Fishers Lane 1-800-FDA-0178 S I identity di ] ’
. 1 you do NOT want your identity disclosed to
r A Rockville, MD 20852-9787 the manutacturer, place an * X " in this box. ﬁ L] distibutor

FDA Form 3500 (6/93) Submission of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.



Individual Safety Report
* 8270-2-00-01+
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page
A. Patientinformation .~ . o o 0

_ Weight

P

1. Patient identifier | 2. Age at time <3
of event: ‘i L{
(y or — - Ibs
r
Date
in conhdence of birth: Clmate | _ kgs

B. Adverse event or product problem
. P4 Adverse event andior (] Product problem (e.g., defects/malfunctions)

VOLUNTARY reporting

1ealth professionals of adverse

vents and product problems

o (e

Farm appes-ec: O Y Hs 09000 Expree 1213794
See OMB tatemes: mn roverse
FDA Use Only

TS R
DEeAi- F

1. Name (give labeled strength & mir/iabeler, if known)

H

2. Outcomes atiributed to adverse event

{check all that apply) D disability

"} congenitat anomaly

D required intervention to prevent
permanent imnairment/damage

death

imeday v
L—_] life-threatening

#1 e -
[N \’\J | \ _
%
2. Dose, frequency & route used 3. Thevapy dates G wognown, gise durahon)
DaOLIe (o et aorearg:
#1 1
#2 2
4. Diagnosis for use (indication) 5. Ewint abated afler use
1 stopped or duse reducad
S e e e Thes o e

N ] = “tdoesn”
w2 {_ives [yno [ Jggepn?

D hospitalization - initial or protonged Jther.

3. Date of - NN 4. Dateof -~ T
e OO0 [hemedls C1-C
2100 day y - imuiday-y ) .

5&5%?;‘ O'C S.é‘ ‘t) C_DVY] p‘ ’ ((it ( L ‘\
(‘\"C\Y\ C?\ B(ﬁt‘d A Se e YQ(LFD

6. Relevant tests/laboratory data, inciuding dates

7. Other relevant history, including preexisting medical conditions (e.g.. allergies.
race. pregnancy. smoking and alcohol use, hepatic/renal dysfunction, etc.)

T U4 TR

Mailto: MEDWATCH or FAX to:
5600 Fishers Lane 1-800-FDA-0178
Rockville, MD 20852-9787

FDA Form 3500 (6/83)

6. Lot # (if known) 7. Exp. date {if known)
#1 #1

8. Evantreappeared afier
rei troductinn

1 Ciges (oo 1~

ol ves i dna | jdoesnt
sp { wes oo . ISR&R
10. GConcomitant medical producie and thorapy dates (exsiudn reatment of euent

9. NDC # (for product problems only)

1. Brand name

2. Type of device

3. Manufacturer naimne & ad&s:t:;s:‘sw o 4 5;;érat~o?(; f device

RECEIVED | -

AUG 1 6 2001 o

"~ WEDWATCHCTU |

_l. healtiv prafecsionai

; _! lay eripanent

5. Expiration date

(R ETOR

7. Itimplanted, give date

catalog# . serninng ek
serial # . R
2. If explanted, give date

lot # e e . . Anl-"}ﬁy“;“" 9
other # ‘ lSS et et
9. Device available for evaluation? - (Do not send to FD4)

I - |t T e

| es no Sugnep i CHIDI OF

Y (] h}‘(;- IL Bo‘zaﬂﬂa ottag o

10. Concomitant medical producls and therapy vates (exclude Eoatnet of prent

Ph.D., FASCP, R.Ph.
Divector of Pharmacy Services

Memorial
Hospital
2. Health professional? | 3. Occupation 4. Alto reported to

Phomac.l-ft’ bad

ves [] no manufacturer
[0 usertacility
5. Mt you do NOT want your identity disclosed to g
the manufacturer, place an “ X ” in this box. [ distributor

Submission of a report does not constitute an admissicn that medical personnel or the product caused or contributed to the event.
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

Page

A. Patient information
1. Patient identifier | 2. Age at time

of event: ' 2
! P or i D —— . IbS
ﬂ% 5‘] ’ Date or
in confidence of birth:

— kgs
B. Adverse event or product problem ‘
Adverseevent andior [ | Product problem (e.g., defects/matfunctions)

C. Suspect medication(s)

(=Y : OMEB Ha 0810-0; Ps 127371794
JLUNTARY reporting O T e OMB st 1 v
*h professionals of adverse '::::;""
s and product problems — sequence # / ‘f q / 17" ﬂ
~—

(Dl

1. Name (give labeled strength & mirfabeler, if kr!own)

" BSpIC by

%

27 Outcomes attributed to adverse event o
{7 disabinty

(check all that apply) .
[:] congenital anomaly

[Joeath . ___ _ .
imciayiy) [T required intervention to prevent
permanent nmpanrmpnt/damaT

E] lite-threatening
Llved

D hospitalization - initial or profonged other:

4. Date of IS Nt
::;?h:.zrﬁbb OT1-0i

3. Date of
evemt DA‘ - C\Q
W day ys;

5. Describe event or problem

fe\anNotic SOl

2. Dose. frequency & route used 3. Therapy datas O unknown gye doration)
Teomso (v past ashmsle)

#1 #1

#2 #2

4. Diagnosis for use (indicalion) % Eventabated after use

1 stopped or dose reduced
e e e e e e U [ yes (e | ,f*ue o
”2 ——— i e— e o

Ve 009 n!

6. Lot # (i known) 7. Exp. date (f known) | *2 Lyes [jro l—japp

#1 #1 8. Eventreappeared after

reintroduction

#1 Syss El"" ggg
9. NDC # (for product problems only) e

P r__]w: ] L‘m ""Bﬁ

10 Concomitant medicat products and therapy dates (exclude tatmaent of eventi

D. Suspect medical device

1 Brand name

2. Type of device

6. Relevant tests/laboratory data, including dates

7. Other relevant history, including preexisting medical conditions (e.q.. allergies,
race. pregnancy, smoking and alcohol use, hepatic/renal dysfunction, ete.)

C 74240

Mallto: MEDWATCH or FAX to:
5600 Fishers Lane 1-800-FDA-0178
Rockviile, MD 20852-9787

FDA Form 3500 (6/93)

3. Manufacturer name & address 4. Operaior of device
]:1 health professionat

L_] lay usevpatient

r] other,

RECEIVED

ﬂl If‘ 1 G 2[]01 b  Espiration date
6. -y
. MEDWATCHCTU
7 If implanted, give date
catalog # 1 Pw. s
seriaf ¥ ... e
otd ] ] ] 8. lf‘igg:a"r‘ued. give date
other #

9. Device available for evaluation?

L7 yes [ o .
Sy £ +
10. Concomitant medical products and ﬂwrumﬂbw trisatment of

AUG 1 6 2001

(Do not send to FDA

i
'L._! returned in manulacturer on

2. Health professional? | 3. Occupation 4. Also reported to
manufacture:

Pha mac.kfi’
D user facility

5. M you do NOT want your identity disclosed to o
the manufacturer, place an * X ” in this box. [] distributor

Submission of a report does not constitute an admission that medical personnel or the produc't;caused or contributed to the event.
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

A. Patient information

1. Patient identifier |2. Age at ime

UNK 52 years

UNK

For use by user-facililics,
istributors and manufacturers for

MANDATORY reporting
Pharmacia & Upjohn, Inc.

Page 1 of 2

Fielsys International, Inc.
FDA Facsimie Approval: 30-JUN-1999

| Mtz repon &
1 i

2001078518US
FUA Usa Only
C. Suspect medication(s)
1. Name (give labeled strength & mfrlabeler, if known)

# 1. NUPRIN(IBUPROFEN) (continued).

#2.

in confidence

B. Adverse event or product problem

and/or

1.@ Adverse event D Product problem (e.g., defects/malfunctions)

2. Outcomes aftributed to adverse event
{check all that apply}

[[] death

D life-threalening

] disability

E] congenital anomaly

imolanytyr)

D required intervention to prevent
permanen! impairment/damage

E] hospitalization - initial or prolonged E other: Mcdlcallv Significant

3. Date 4. De}te of
of event UNK this repor 11/07/2001
(wwardayAye) mordayiyr)

5. Describe event or problem

Anemia[Anaemia NOS]

Melaena[Melaena]

Small bowel diaphragms and strictures[Small intestinal obstruction
NOS])

Case Description:
Spontaneous literature

A 52-year-old male patient received ibuprofen (600 mg/daily) for at
least 15 years to control pain associated with osteoarthritis. He
developed melaena, recurrent obscure gastrointestinal bleeding and
iron-deficiency anemia. His hemoglobin declined to 1.5 mmol/L.
Intraoperative enteroscopy to the terminal ileum was performed, which
showed three distinct diaphragm-like strictures in a 34 cm long area of
the dismal ileum. Ibuprofen treatment was discontinued after the first
episode of melaena. The patient denied any current use

continued in additional info section...

6. Relevant testsAaboratory data, including dates
Hemoglobin: 1.5 mmol/L
Intraoperative enteroscopy to the terminal ileum: three distinct
diaphragm-like strictures in a 34 cm long area of the distal ileumn

2. Dose, frequency & route used 3. Therapy dates (if unknow, give duration)

oMo (0f best estvnale)
#1. UNK
#2

#1. 600 mg, qd, UNK
%2

5. Event abated after use

4, Diagnosis for use (indication)
stopped or dose reduced

7. Other relevant history, including preexisting medical conditions (e.g. allergies,
race, pregnancy, smoking and alcohol use, hepaticirenal dysfunction, etc.)

N‘ o

6"
1>

R\

Submission of a report does not constitute an admission that
medical personnel, user facility, distributor, manufacturer or
product caused or contributed 1o the event.

FOA

3500A - Facsimile

07-Nov-2001 15:47:21

#1. Pain NOS doesn’t
Py #1, D yes Dwo Dapply
- - UNK
6. Lot # {if known) 7. Exp. date {if known) g2 E] ves D o g;;g’synl
#1. UNK #1. UNK
8. Event reappearud after
#2. #2. reintroduction

#1 Dyes Dw Dg';‘e’ﬁ’m
““‘—HW

"2 D yes D\o D apply

10. Concomitant medical products and therapy dates (exclude treaiment 6" event)
NI

G. All Manufacturers

9. NDC # - for praduct problems only {if known)

1.Contact office - name/address (& mfring site for devices) 2. Phone numbes
Pharmacia .
Donald M. Demke, M.D. (616)833-8777
Safety Officer
7031-248-USPV > Renodsource
7000 Portage Road (check all that apaly)
Kalamazoo, M149001 UNITED STATES O wrein
0 steav
[ wersture
4. Date received by 5. O :":ume'
manufacturer ealth
{madeyy) (AINDA # 19012 E prolessional
10/29/2001 IND # [ user faciiy
6. If IND, protocoi #
company
PLA # raprasentative
7. Type of repart pre-1338 [Jyes [Q distvutor
(checi all that apply) oTC 3 cther:
roduct D yes
[ sy [ 15vay p

8. Adverse svent term{s)

D 10-day D periodic
[ intat [ tottow-up

9. Mir. report number
2001078518US

Anaemia NOS, Meclaena, Small intestinal obstruction
NOS

E. Initiat reporter

1. Name & address phone # UNK
RN i vcrsity
@l UNITED STATES D\>§
.+ o 92004
2. Health prolessional 7 | 3. Occupation vad{eﬂﬂ‘“ ¥

sent report to FDA

Dyes Dno E]unk

other health professional

E]yes ne




Pharmacia & Upjohn, Inc.

VeV L isSi ot stitut
LAV AUUGE VBLELY NWok T ;fs‘:"ono‘;: ;‘m&?ﬁ:@mgl’ uls':r US. OEEARTMENT OF HeA. TH AND HuUMAX tﬁgvkcg
1, distributor, manufacturer or product Mir repons
wsed or contributed to the event. 200107851 8US '
| UFDist. repon # :
+3923641-9-00-02% :
Page 2 0f 2 ) FOAUse Onty

Additional Information } , _!

B5. EVENT DESCRIPTION (cont.)

of NSAID.
The events are considered serious as medically significant. After 6 months the patient presented for a follow up and no further bleeding had
occurred.

Case Comment:

The reported event bowel obstruction in not listed in the Core Data Sheet of ibuprofen. The physiopathological link between the ibuprofen
administration and the reported bowel obstruction is not obvious. A subcronic phiogistic injury by ibuprofen can be suspected but an
evidence-based documentation seems difficult to be obtained.

Submission of a report does not constitute an admission that the medical personnel, user facility, distributor, manufacturer or product caused or

contributed to the event.

C1. Name (cont.)
Suspect Medication #1: NUPRIN(IBUPROFEN) tablet

t
f

DSS
NOV 1 3 2001

07-Nov-2001 15:47:21
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A. Patient information

1. Patient 3. Sex
identifier

Unk

2. Age at time of
event:
ar 12
Date
of birth: Unk

B female lbs

O male

Unk

in confidence

B. Adverse event

. ® Adverse event and/or O Product problem (eg,
dcfewmalfunct.)

Form Approved by FDA 05/13/97
Mfr. report # 01-126

For MANDATORY
reporting.

UF/Dist.report #

Page | _of FDA Use Only

ame (give labeled strength & mfr./labeler, if known)

#1 T[buprofen, Unk, Unk

#2

2. Dose, frequency & route used 3. Therapy dates

# 1 2000 mg/day/oral b | 09/20/96 - 02,97

P i)

4. Diagnosis for use (indication) 5. Event abated after use

# 1 pulmonary manifestations of CF stopped or dose reduced

2. Qutcomes attributed to adverse event

#1 ®yes Ono Onfa

N #2 #2 0Ovyes Ono Ona
{check all that apply) 1 disability 7 —— _ =
O death O congenital anomaly 3 LIOFk ;# E,)Icp].(date 8. waent reap?eared atter
O life-threatening T required intervention to # 1 Un I Un reintroduction

. #1 Oyes Ono Bn‘a
prevent permanent ‘g Ovo O
® hospitalization-initial impairment/damage #2 2 == Uyes Uno na
or prolonged C other: 9. NDC # - for product problems only (if known)
3. Date of 4. Date of _ _ ’

event report 10. Concomitant medical products and therapy dates (exclude
{(mo/day/yr) 09/20/96-02/97 (mosday.yr) 10:31,01 treatment of event)

5. Pescribe event

High-dose Tbuprofen therapy for cystic fibrosis was associated with the
development of pyloric channel strieture in a [2-year girl. Approximately 2
months after starting Ibuprofen 1000 mg (28.2 mp/kg/dose) given twice daily,
the girl began to experience episodes of emesis and was uoable to tolerate solid
foods. She began treatment with cisapride and ranitidine. but her emesis and
tood tolerance persisted over the next 3 months and she lost 7 kg in body
weight. Un upper endoscopy performed approximately § months after the starl
of Thuprofen therapy revealed pyloric channel stenosis and obstruction. Pyloric
channel dilation was successtully performed. Ibuprofen and ranitidine were
discontinued and the girl hegan treatment with omeprazole. At follow-up
approximately 6 months later the girl was not experiencing any emesis or
dvsphagia and had gained 8.1 kg in body weight.

[1] Bell, ES, Grothe R, Zivkovich V et al., “Pyloric Channel Stricture
Secondary to High Dose lbuprofen Thempy in a Patient with Cystic
Fibrosis™, Ann Pharmacother 1999; 33; 693-696.

Pancrelipase, dormase alfa, 2.5 mg.

1. Contact office - name & address

2. Phone number
914-425-7100
Par Pharmaceutical, Inc.

One Ram Ridge Road

Spring Valley, New York 10977

3. Report source(s)
a foreign
O studv
® literature

4. Date received by 3

6. Relevant tests/laboratory data, including dates
Unk

manufacturer ANDA #_Unk | O consumer
07/09/01 IND # _ | ®health
6. If IND, protocol # PLA % _ | professional
N/A pre-1938 O ves T user facility
o1C O company
7. Type of report Product O yes representative
C 5-day R initial 0 distributor
T other:

C 10-day O 15-day

7. Other relevant history, including preexisting medical conditions
{e.g., allergies, race, pregnancy, smoking, and alcohol use,
hepatic/renal dysfunction, etc.)

Cystic Fibrosis

® periodic
C follow-up #

8. Adverse event termg(s)
Pyloric channel stricture

9. MIr. report #
01-126

1. Name, address & phone number
Bayer AG

FDA Form Submission of a report does not constitute an
3500A admission that medical personnel, user facility,
Facsimile distributor, manufacturer or product caused or

contributed to the event.

Global Product Safety (GIXS)
Morristown, NJ 07962-1910 (973) 254-5000
2, Health professional? [3. Occupation 4. Initial reporter also
® yes Ono Pharm. Co. sent report to FDA

Oyes Cno ®unk
v i 4 il

U



Form Approved by FDA 05/13/97

M “‘“"“ “' it A i d For MANDATORY  (Mfr. report # 01-127
e .
-4 00 -02» Page 2 of 1l FDA Use Only
1 Patient 2. Age at time of 4. Weight I. Name (give labeled strength & mft./labeler, if known)
identificr event: #1 lbuprofen , unk, unk
tink or __18 months ___Ibs #2
Date or 2. Dose, frequency & route used 3. Therapy dates
in confidence | of birth: Unk 12 kgs [|#1 Accidental Overdose/lnfant |# | Unk
B. Adverse event 42 #2
1. B Adverse event and/or T Product problem {eg, 4. Diagnosis for use (indicazion) 5. Event abated after use
defect/malfunct.) #1 stopped or dose reduced
i 71 Byes Gno On'a
2. Outcomes attributed 1o adverse event ) 42 43 Oyes Ono Onfa
(check all that apply) C disability - —
O death C congenital anomaly 6. Lot# 7. Exp. date 8. Event reappeared after
O life-threatening [ required intervention to # 1 Unk # 1 Unk . remtroducﬂon )
prevent permanent ) " l O yes Dno Rna
hospitalization-initial impairment/damage # 2 2 # 2 Byes Dno Ona

or prolonged C other:
3 Date of 4. Date of
event report

(mo/day/yr) Unk (mos/dayyr) 10/31,01

5. Describe event

This case involves an 18 month-old maic child who took Tbuprofen and
developed emesis. apnia. lethargy and tonic clonic scizures. The patient, with
an unremarkable past was brought to the Emergency Room by the parents
thours prior to presentation with an empty bottle of Ibuprofen and with tablet
tragments in his mouth. He had 2 episodes of emesis.
relatively normal behavior. the parents noticed the patient became limp and was
not eusily aroused. The patient subsequently became apneic. prompling the

as much as 7.2 g of Ibuprofen (600 mg/kg). Activated charcoal was then
administered. A sodium bicarbonate bolus of 12 mEq was administered |
[ellowed by an infusion of DSW and 24 mEqg/L. sodium bicarbonate at 90 ml.
per hour in light of the patient’s acidosis. The patient was discharged two days
later with an uneventiul recovery.

[1 L. E. Oker. L. Herman, C. R, Baum. K M. Fentske, T, Sigg, 1. B. Leiken,
“Serious Toxicity in a Young Child duc to Ibuprofen”, {Academic Emergency
Mcdicine) 772000, Vol. 7, No. 7. P. 821-823.

ARer a briel period of

parents to bring him to the ER. Investigation indicated a potential ingestion of

6. Relevant tests/laboratory data, including dates
Unk

7. Other relevant history, including preexisting medical conditions
{c.g., allergies, race, pregnancy. smoking, and alcoho! use,
hepatic/renal dysfunction, etc.)

9. NDC # - for product problems only (if known)

10. Concomitant medical products and therapy dates (exclude
treatment of event)
Pseudoephedrine

ontact office - name & address 2. Phone number
914-425-7100
Par Pharmaceutical, Inc.

One Ram Ridge Road

Spring Valley, New York 10977

3. Report source(s)
C foreign
0O study

4. Date received by 5 ® literature

manufacturer ANDA ZLUNK T consumer

02/02/01 IND #______ { ®health

6. If IND, protocol # PLA # _ | professional
NiA pre-1938 C ves L= user facility

oTC 2 company

7. Type of report Product ©© ves representative

O 5-day ® initial C distributor

C 10-day O 15-day C other:

& periodic

C follow-up #

8. Adverse event term(s)
Lethargy, apnea, Tonic Clonic Seizure,
emesis

9. Mir. report #
01-127

1. Name, address & phone number
Bayer AG

Unknown

FDA Form Submission of a report does not constitute an
3500A admission that medical personnel, user facility,
Facsimile distributor, manufacturer or product caused or

contributed to the event.

Global Product Safety (GDS)
Morristown, NJ 07962-1910 (973) 254-5000

2. Health professional?
B ves T no

NUv 1 4

3. Occupation
Pha
[4))

4.1nitial reporter also
sent report to FDA
Cyes Ono Bunk
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THE I i
Comp #3825072-4-00-03%

A. Patient information

1. Patient 2. Age at time of 3. Sex 4. Weight

identifier event:

Unk or 55 O female Unk__lbs
Date ® male or

in confidence | of birth: kegs

B. Adverse event
1. B Adverse event and/or O Product problem (eg,
defect/malfunct.)

Form Approved by FDA 05/13/97

For MANDATORY  |Mfr. report # 01-135
reporting. UFDist.report #
Page _3 of _I1 FDA Use Only

1. Name (give labeled strength & mfr./labeler, if known)

# 1 lbuprofen Tablets, Unk, Unk

#2

2. Dose, frequency & route uscd 3. Therapy dates
#1 Unk # 3

#2 a2

Ddginens toi Lo indiealivi

# 1 Hip loint pain

tn

Lvent abuted after use
stopped or dose reduced
| Dyes Ono ®n/a

o

2. Outcomes atiributed to adverse event

(check all that apply) C disability

O death = congenital anomaly

C life-threatening [Z required intervention to
prevent permanent
impairment/damage

& hospitalization-initial

42 #2Oyes Ono Onfa
6. Lot# 7. Exp. date 8. Event reappeared after
#1Unk # 1 Unk reintroduction
# 1 Oyes Dno ®nfa
#2 %2 #2 Oyes Dno On/a

9. NDC # - for product problems only (if known)

(mo/day/yr) Unk (mosday/yr} 10/31/01

or profonged O other: - -
3. Date of 4. Date of 10. Concomitant medical products and therapy dates (exclude
event report treatment of event)

5. Describe event
A 53-year old male patient was presented to a hospital for surgical treatment of
avascular necrosis of both hips. He had been using Nonsteroidal
antiinflammatory  drugs  and  steroids.  (piroxicam. ibuprofen and
betamethassone) for 4 vears to relieve hip joint pain. In addition he began to
complain of cpigastric pain with a duration of 1 month. Therefore and
endoscopy was performed | month hefore hospital admission. revealing an
active ulceration in the prepvloric antrum. At that time, there was no evidence
of duodenal obstruction. At admission the patient complained of frequent
vomiting. Upper G.1. series revealed smooth narrowing of the pyloric channel
and marked distension of the first and second portion of the duodenum.
Exploratory laparotomy wus performed. Duodenotomy revealed an incomplete
3-mm-thick diaphragm at the third portion of the duodenum. During surgery.
total excision of the diaphragm and subtotal gastrectomy were performed. The
patient was discharged from the hospital and had an uneventlul recovery with
complete relief of obstructive symptoms.

[ 1] Sung Fun Rha, Jae Hee Lee, Sung Yong Lee, Soung Man Park, “Duodenal
Diaphragm Associated with Long-Term Use of Nonsteroidal Antiintlammatory
Drugs: A Rare Cause of Duodenal Obstruction in an Adult”. AIR 2000;
175:920-921.

1. Contact office - name & address 2. Phone number

914-425-7100
Par Pharmaceutical, Inc.
One Ram Ridge Road

3. Report source(s)

. ; ) ) - ® foreign
Spring Valley, New York 10977 3 study
4. Date received by 5. 2 literature
manufacturer ANDA # UNK 3 consumer
02/02/01 IND # _ & health
6. [TIND, protocol # PLA & _ | professional
N/A pre-1938 O yes O wvser facility
orc C company
7. Type of report Product O ves representative
0 5-day  ® initial O distributor
0 10-day 7 15-day 0 other:
® periodic
O follow-up #

6. Relevant tests/laboratory data, including dates

8. Adverse event term(s)
Prepyloric ulcer, epigastric pain,
duodenal diaphragm. vomiting

9. Mfr. report #
01-135

1. Name, address & phone number
Bayer AG
Global Product Safety (GDS)

7. Other relevant history, including preexisting medical conditions
(¢.p.. allergies, race, pregnancy, smoking, and alcohol use. hepatic/renal
dysfunction, etc.}
Avascular necrosis of both hips
FDA Form Submission of a report does not constitute an
3500A admission that medical personnel. user facility.
Facsimile distributor, manufacturer or product caused or

contributed te the event.

Morristown, NJ 07962-1910 (973) 254-5000

2. Health professional?
B yes O no

3. Occupation
Pharm. Co.

4.Initial reporter also
sent report to FDA
Oyes Ono ®unk

NOV L 4 oy
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1. Patient 3. Sex

identifier

2. Age at time of
event

4. Weight

or O female Unk _ Ibs
Date ® male or
in confidence | of birth: kgs

B. Adverse event

1. 8 Adverse event and/or O Product problem (eg,
defect/malfunct.)

Form Approved by FDA 05/13/97

For MANDATORY  |Mfi. report # 01-136

teporting. UF/Dist.report #

Page 4 of __11 FDA Use Only

1. Name (give labeled strength & mfr./labeler, if known)
# 1 Touprofen, Unk., Unk

52

2. Dose, frequency & route used 3. Therapy dates

#1150 mg, daily. orally 1 Unk
2 T E2
4. Diagnosis for use (indication) 5. Event abated after use

# 1 Sore throat, arthralgia stopped or dose reduced

2. Outcomes attributed to adverse event
(check all that apply) 0 disability
© death O congenital anomaly
C life-threatening O required intervention to
prevent permanent

[* haspitalization-initial impairment/damage

or prolonged O other:
3. Date of 4. Date of
event report
(mo/day/yr) Unk {mo‘day/yr) 10/31/01

5. Describe event

A 72-year-old paticnt received buprofen and develaped hypoglycemia (blood
glucose less than 2.2 mmol/L) with severe nausea, sweating, palpitations and
loss of consciousness.

The patient has a 20-vear history of type II diabetes mellitus and his glycemic
control was stable. e developed a sore throat and arthralgia and ook 130 mg,
ol Ibuprofen.  Half hour later, he developed severe nausca. sweating and
palpitations that immediately relieved after the patient consumed sugar. The
same symptoms were reproduced again the next morning afler the patient took
an dentical dese of Thuprofen. After taking the samte dose i the aflernoon he
developed the same symptoms with greater intensity and lost consciousness.
The patientrecovered [ully soon afier receiving LV, glucose. He stopped taking
Ibuprofen and has not experienced further hypoglyeemic episodes.

[1] Sone H, Takahashi A, Yamada N, “Ituprofen-Related Hypoglycemia in a
Patient Receiving Sulfonylurea™ Ann of Internal Med 2001; 134: 344,

6. Relevant tests/laboratory data. including dates
Unknown

7. Other relevant history, including preexisting medical conditions
(e.g., allergies, race, pregnancy, smoking, and alcohol use,
hepatic/renal dysfunction, etc.)

Diabetes Mellitus Type 11 (20 yr history)
Risk Factors: Altered metabolism

FDA Form
3S00A
Facsimile

Submission of a report does not constitute an
admission that medical personnel, user facility,
distributor, manufacturer or product caused or
contributed to the event.

#1 Byes Ono On‘a

49 #2 Oyes Ono Onfa
6. Lot# 7. Exp. date 8. Event reappeared after
# 1 Unk #1 Unk reintroduction
#| Oyes Ono [nfa
49 2 #2 Oyes Ono Jn‘a

9. NDC & - for product problems only (if known)

10. Concomitant medical products and 1herapy dates (exclude
treatment of event)
Unknown

2. Phone number
914-425-7100

1. Contact office - name & address

Par Pharmaceutical, Inc.

3. Report source(s)
& foreign
O study
& literature

One Ram Ridge Road
Spring Valley, New York 10977

4. Date received by 5.
ANDA = UNK

manufacturer €1 consumer
04/25/01 IND ®¥__ & health
6. If IND, protocol # PLA # = professional
N/A pre-1938 O yes 0 user facility
o1c O company
7. Type of repon Product 3 ye: representative
O 5-day R initial O distributor
¥ 0O other: ___

D 10-day 2 15-dav
& periodic
G follow-up #

8. Adverse event term(s)
Hypoglycemia, Severe nausca, sweating,
palpitations, loss of consciousness

9. MIT. report
01-136

1. Name, address & phone number
Bayer AG
Global Product Safety (GDS)

NUV 1 4 Z0D)

Morristown, NJ 07962-1910 (973) 25:4-5000

2. Health professional?
B ves Jno

3. Occupation
Pharm. Co.

4 Initial reporter also
sent report to FDA
Oyes Ono Eunk




o MR

A. Patient information

1. Patient 3, Sex
identifier

Unknown

4. Weight

2. Age at time of
event:
or 25
Date
of birth: Unk

® female Ibs

O male

Unk
or

in confidence kgs

3.

1. ® Adverse event and/or O Product problem (eg.
defect/malfunct.)

Adverse event

Form Approved by FDA 05/13/97
Mit. report # 01-137

UF/Dist.repor. #

For MANDATORY
reporting.

Page 3 of _11 FDA Use Only

1. Name (give labeled strength & mfr./labeler, if known)

# 1 Ibuprofen, Unk, Unk

%7

2. Dose, frequency & route used 3. Therapy dates
#1200 mg, daily, orally # 1 Unk

#2 #32

5. Event abated after use
stopped or dose reduced

4. Diagnosis for use (indication)
# 1 Upper Respiratory tract infection

2. Outcomes attributed to adverse event
(check all that apply) 0 disability
3 death o 13 congenital anomaly
0 life-threatening O required intervention to
prevent permanent

& hospitalization-initial impairment/damage
or prolonged O other:
3. Dateof 4. Date af
event report
{mo/daviyr) Unk (mo/day/yr) 10/31/01

5. Describe event

01137

A 25 year old female was admitted to the hospital because of wheezing,
dyspnea. nasal obstruction epiphora, and car fullness. These symptoms
occurred 30 minutes after the intake of 200 mg of Thuprofen and 100 mg of
Norfloxacin. which were prescribed for an upper respiratory tract infection.
The patient kept 20 hamsters and a dog which were removexd from her home.
Alter removal of the animals the patient became asymptomatic without further
medication and her airway hyper-responsiveness were also alleviated.  The
diagnosis of aspirin-induced asthma was confirmed by single-blind oral
challenge with 100 mg of Ibuprafen. ANl previous svmptoms reappearcd 40
minutes after Ibuprofen intake.

[t] Kawai K, Shirai T, Suzuki K, Chida K, Nakamura H, “Mild
Intermittent Aspirin-Induced Asthma in a Patient Who Became
Asymptomatic After Removal of Pet Hamsters From Home™ J JPN
Respir Soc 2000; 38: 298-301.

6. Relevant tests/laboratery data, including dates
Unk

7. Other relevant history, including preexisting medical conditions
(c.g., allergies, race, pregnancy. smoking. and alcohol use,
hepatic/renal dysfunction. etc.)

Seasonal rhinitis, nocturnal asthmatic symptoms

Risk factor: Allergy

FDA Form Submission of a report does not constitute an
3500A admission that medical personnel, user facility,
Facsimile distributor, manufacwrer or product caused or

contributed to the event.

#1 ®Byes Cho Jna

#2 #2 Oyes Ono Dnfa
6. Lot # 7. Exp. date 8. Event reappeared after
# 1 Unk # 1 Unk reintroduction

#1 Ovyves Dno ®na
2 ) #2 Jyves Ono Cn'a

9. NDC # - for product problems only (if knewn)

10. Concomitant medical products and therapy dates (exclude
treatment of event)
Norfloxacin, 100 mg, orally

2. Phone number
914-425-7100

1. Contact office - name & address

Par Pharmaceutical, Inc.
One Ram Ridge Road

3. Report source(s)

Spring Valley, New York 10977 ‘; ;;a\:z;gn
4. Date received by 5. & literature
manufacturer ANDA # UNK O consumer
04/20/01 IND ® health
6. 1f IND. protocol # PLA # | professional
N/A pre-1938 O yes 0 user facility
oTC 00 company
7. Type of report Product 3 yes representative
O 5-day @ initial 0 distributor
0 10-day O 13-day O other:
® periodic
o follow-up #

8. Adverse event term(s)
Asthma, wheezing. dvspnea. epiphora, ear
fullness, nasa) obstruction, allergic reaclion

9. Mfr. report #
01-137

1. Name, address & phone number
Bayer AG
Global Product Safety (GDS)
Morristown, NJ 07962-1010 (973) 2::4-5000

NUV 1L & 2601

2. Health professional?
Jyes Dno

3. Occupation
Pharm. Co.

4.Initial reporter also
sent report to FDA
Cyes Ono Runk
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A. Patient information

1. Patient 3. Sex

2. Age attime of 4. Weight

identifier event:

Unk or 19 ® female Unk_Ibs
Date 3 male or

in confidence | of birth: Unk kgs

B. Adverse event
1. ® Adverse event and/or O Product problem (eg,
defect/malfunct.)

Form Approved by FDA 05/13/97

Mfr. report # 01-138

UF/Dist.report #

For MANDATORY
reporting.
Page _ 6 of 11 __

FDA Use Only

1. Name (give labeled strength & mfr./tabeler, if known}

# | Intentional OD, Suicide .Attempt

#1 Tbuprofen, 24 G, Unknown

#2

2. Dose, frequency & route used 3. Therapy dates

Lf# 124 G, Orally, #__l Unk

# 2 w2

4. Diagnosis for use {(indication) 5. Event abated after use

2. Outcomes attributed to adverse event
(check all that apply) O disability
7 death o O congenital anomaly
2 life-threatening O required intervention to
prevent permanent

# hospitalization-initial impairment/damage

stopped or dose reduced
#1 Dyes Cno ®n/a

#2 #2 Oyes Ono Onfa
6. Lot # 7. Exp. date 8. Event reappeared after
# 1 Unk #1 Unk reintroduction
#1 Oyes CTno B
#2 40 #72 Dyes Cno DOnia

or prolonged 0 other:
3. Date of 4. Date of
event report
{mo/day/yr) Unk {(mo/day/yr) 10/31:01

9. NDC # - for product problems only (if known)

5. Describe event

A 19 year-old female ingested 30 Ibuprofen tablets, 800 mg and an
unknown amount of a barbiturate and alcohol in a suicide atiempt. The
patient was lethargic but could follow verbal commands. Vital signs
were blood pressure 126/70 mmHg, heart rate 120 beats/min,
respiratory rate 16 breaths/min and temperature 97°F.  The
nasopharynx, lung and heart examinations were normal.

Gastric lavage and activated charcoal was administered. She vomited
charcoal shortly after administration and began experiencing difficulty
breathing and an increase in the pitch of her voice. A chest X-ray study
showed a widened mediastinum, pneumopericardium and subcutaneous
emphyscma consistent with esophageal perforation which was
confirmed by computed tomography scan. Surgical exploration
revealed a tear in the proximal posterior esophagus with charcoal in the
mediastinum. She remained intubated for 7 days and was discharged 14
days after admission.

[1] Caravati EM, Knight HH. Linscott MS Jr., Stringham JC,
“Esophageal Laceration and Charcoal Mediastinum Complicating
Gastric Lavage”, ] Emerg Med 2001, 20: 273-276.

10. Concomitant medical products and therapy dates (exclude

treatment of event)
Unknown

. Contact office - name & address

Par Pharmaceutical, Inc.

One Ram Ridge Road

Spring Valley, New Yorx 10977

4. Date received by b
manufacturer
052001

6. If IND, protocol #
N/A

6. Relevant tests/laboratory data, including dates
Unknown

7. Type of report
C S-day ® initial
G 10-day 0 15-day
® periodic

4 follow-up #

ANDA 7 UNK

IND # _
PLA &
pre-1938 O ves
OTC

Product 03 yes

2. Phone number
914-425-7100

3. Report source(s)
a foreign
0 study
A literature
0 consumer
® health
professional
0 user facility
0 company
representative
2 distributor
2 other:

7. Other relevant history, including preexisting medical conditions
(e.g., allergies, race, pregnancy, smoking, and alcohol use,
hepatic/renal dysfunction, etc.)

Suicide attempt - intentional overdose

FDA Form Submission of a report does not constitute an
3500A admission that medical personnel, user facility,
Faesimile distributor, manufacturer or product caused or

contributed to the event.

8. Adverse event term(s)
Intentional Overdose, Suicide Attempt

1. Name, address & phone number

Bayer AG

Global Product Safety (GDS)

Morristown, NJ 07962-1910 (973) 254-Bioy 1 4 ¢l

9. Mfr. report #
01-138

2. Health professional? |3
B yves Jdno

. Occupation
Pharm. Co.

4 Initial reporter also
sent report to FDA

Oyes Ono ®unk
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THE F 7+
Computer facsimile generated by Par Pharmaceuticai, inc.

A. Patient information

1. Patient 3. Sex 4. Weight

2. Age at time of

identifier event:

Unk or _9 months 0 femnale Unk_lbs
Date ® male or

in confidence | of birth: kgs

B. Adverse event

|. 8 Adverse event and/or T Product problem (eg,
defect/malfunct.)

Form Approved by FDA 05/13/97
Mit. report # (01-139

UF/Dist.report #

For MANDATORY
reporting.

FDA Use Only

Page 7 of __LI

C. Suspect medication(s}
1. Name (give labeled strength & mfr /abeler, if known)

2. QOutcomes attributed to adverse event
{check all that apply) O disability
0 death O congenital anomaly
O life-threatening 0 required intervention to
prevent permanent

%1 Ibuprofen Tablets. Unk, Unk

#2

2. Dose, frequency & route used 3. Therapy dates

41 Unk # . Unk

#2 #2

4. Diagnosis for use (indication) 5. Fvent abated after use

# 1 respirtory tract infection, fever stopped or dose reduced

#1 Oves Ono Bnja

2 #2 Ovyes Ono On/a
6. Lot# 7. Exp. date 8. Event reappeared after
#1 Unk #1 Unk reintroduction

#1 Dyes Ono ®n/a
) £2 #2 Oyes Ono Opn/a

A hospitalization-initial impairment/damage
or prolonged 0 other:

3. Date of 4. Date of
event report

(mo/day/yr) Unknown (mo/day’yr) 10/31/01

5. Describe event

Uhisis an initial cuse of a9 month maie who received thuprofon and des cloped
a perlorated peptic ulcer with abdorrinal distension. The patient had suftered
from an upper respiratory tract infection with fever for about 2 weeks and was
treated intermittently with [buprofen.

At laparotomy. a 0.8-cm perforated hole was found aver the prepyloric area.
Simple closure with omental patching was performed afier debridement ol the
perforation.  Pathologic examination showed chroric peptic ulcer with
helicobacter pylori infection. The postoperative course and outcome were
satisfactory.

{1] Feng CY. HSU WM. Chen Y, “perforated Peptic Ulcer in an Infant”, 1.
Formosan Med Assoc 200tz 100: 131-133,

9. NDC # - for product problems only (if known)

10. Concomitant medical preducts and therapy dates (exclude
treatment of event)

Unknown

6. Relevant tests/laboratory data. including dates
Unknown

7. Other relevant history, including preexisting medical conditions
(¢.g., allergies, race. pregnancy. smoking, and alcohol use, hepatic/renal
dysfunction, el

Chronic peptic wleer

FDA Form Submission of a report does not constitute an
3500A admission that medical personnel, user facility,
Facsimile distributor, manufacturer or product caused or

contributed to the event.

2. Phone number
914-425-7100

1. Contact office - name & address

Par Pharmaceutical, Inc.
One Ram Ridge Road
Spring Valley, New Yoik 10977

3. Report source(s)
® foreign
O study

4. Date received by s. literature

manufacturer ANDA # UNK _ O consumer

05/22/01 IND # | ®health

6. If IND, protocol # PLA #___ | professional
N/A pre-1938 O vis O user facility

oTC O company

7. Type of report Product O ves representative

O 5-day ® initial 3 distributor

O 10-day O 15-day 2 other:

B periodic

G follow-up #

8. Adverse event term(s)
Perforated peptic ulcer, abdominal
distension

9. Mfr. report 7
01-139

1. Name, address & phone number
Bayer AG
Global Product Safety (GDS) ki 104
Morristown, NJ 07962-1910 (975‘)‘5!4-’%0%0‘“ﬁ

2. Health professional?
8 yes Ono

3. Occupation
Pharm. Co.

4. Initial reporter also
sent report to FDA
Oyes LCno 8Bunk




T

A. Patient information

For MANDATORY
reporting.

Page 8 of 11 _

Form Approved by FDA 05/13/97

Mtr. report # 01-140

UF/Dist.report

L

FDA Use Only

or prelonged 2 other:
3. Date of 4. Date of
event report

(mo/day/yr) Unk (mordayiyr) 10/31/01

5. Describe event

Gentamiicin and standard-dose lbupralen were administered to an adolescent
with cystic ibrosis who developed renal Tailure and severe vestibulotoxicity.
A contributing factor was a possible suboptimal intravascular volume status.

Author felt that hecause of the poteatial severity of this drug interaction,
hydration status and renal and vestibelar functions should be closely monitored
in patients received ibuprofen and intravenous aminoglycosides concomitantly.

[1] Scott CS. Retsch-Bogart GZ, Henry MM, “Renal failure and vestibular
Toxicity in an Adolescent with Cystic Fibrosis Receiving Gentamicin and
Standard-Dose Ibuprofen”, Pediatr Putmonol 2001; 31: 314-316.

6. Relevant tests/laboratory data, including dates
Unknown

7. Other relevant history, including preexisting medical conditions
(e.g.. allergies, race, pregnancy, smoking, and alcohol use,
hepatic/renal dysfunction, etc.)

Unknown
FDA Form Submission of a report does not constitule an
3500A admission that medical personnel, user facility,
Facsimile distributor, manufacturer or product caused or

contributed to the event.

_ Patient 2. Ageattimeof | 3. Sex 4. Weight 1. Name (give labeled strength & mfr./labeler, if known)
identifier event: #1 Ibuprofen, Unk, Unk
Unk or _Unk . O female Unk 1bs [[|#2
Date 0 male or 2. Dose, frequency & route ased 3. Therapy dates
in confidence | of birth: kgs | |# 1 Unknown # 1 Unknown
B. Adverse event #2 w2
I. ® Adverse event and/or O Product problem (eg, 4. Diagnosis for use (indication) 5. Event abated after use
defect/malfunct.) # I Cystic Fibrosis stopped or dose reduced
#1 Oyes Cno Bna
2. Outcomes attributed to adverse event 49 #2 Oyes Ono On/a
(check all that apply) - disability
O death O congenital anomaly 6. Lot# 7 Exp. date 8. E\{ent reappeared after
O life-threatening 0 required intervention to # 1 Unk # | Unk _ remtroduction )
prevent permanent #1 Dyes Ono ®n‘a
T hospitalization-initial impairment/damage 42 2 #20yes Ono Ona

9. NDC # - for product problems only (if known)

treatment of event)
Gentamicin

Par Pharmaceutical, Inc.
One Ram Ridge Road
Spring Valley, New York 10977

manufacturer

05221/01

6. 1f IND, protocol #
N/A

7. Type of report
0 S-day ® initial
O 10-day O 15-day
® periodic

C follow-up #

4. Date received by 5.
ANDA & UNK _
IND #_
PLA # _

pre-1938 C yes
o1C
Product 3 yes

10. Concomitant medical products and therapy dates (exclude

1. Contact office - name & address 2. Phone number

914-425-7100

3. Report source(s)
0 foreign
O study
R literature
0 consumer
® health
professional
O user facility
0 company
representative
O distributor
O other:

8. Adverse event term(s)

E. Initial reporter

Bayer AG

1. Name, address & phone number

Renal Failure, Vestibulotoxicity

Global Product Safety (GDS)
Morristown, NJ 07962-1910 (973) 254-3000

9. Mfr. report #
01-140

NUY 1 g 200

2. Health professional?
@ ves 2 no

3. Occupation
Pharm. Co.

4.Initial reporter also
sent report to FDA
Oyes Ono ®unk
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A. Patient information

MEDWAT(
THE FDA!
Computer fc

2. Age attime of 3. Sex 4. Weight

event.

1. Patient
identifier

Unknown or 12 2 female Unk Ibs
Date O male or
in confidence | of birth: kgs

B.
I. ® Adverse event and/or O Product problem (eg,
defect/malfunct.)

Adverse event

2. Outcomes attributed to adverse event
(check al! that apply) 2 disability
O death O congenital anomaly
O life-threatening O required intervention to
prevent permanent

® hospitalization-initial impairment/damage

or prolonged O other:
3. Date of 4. Date of
event report

{mo/day/yr) Unknown (mo/day’yr) 10/31./01

5. Describe event
The case describes a 12-year-old female patient with cystic fibrosis who
received ibuprofen and developed pyloric channe) strictu-e.
The patient started taking 1000 mg generic ibuprofen, twice daily, to treat the
pulmonary manifestations of cystic fibrosis in 1996. Soonafler her clinical visit
the patient developed emesis und intelerance of solid foods which persisted for
several months and resulted in weight loss of 7 kilograms. She was referred to
a pediatric gastroenterclogist, who performed an upper endoscopy and
subsequently diagnosed a pyloric channel structure. The patient was admitied
to the hospital.  The patient’s pyloric channel sricture dilated with two
bhalloons. No active ulcer was noted upon dilation. The paticnt wad advanced
to a regular solt diet and Jischarged 2 doys Jater. Omeprazole 20 mg/d was
added to her maintenance cystic fibrosis medications. Ibuprofen, cisapride and
ranitidine were discontinued. Over the course of the following year, the patient
was asymptomatic.

17 Bell ES. Grothe R. Zivkovich V et al, “Pyloric channel Stricture Secondary
1o High-Dose Ibuprofen Therapy in a Patient with Cystic Fibrosis™, Ann
Pharmacother 1999; 33: 693-696

Form Approved by FDA 05/13/97

For MANDATORY  [Mfr report# 01-141
reporting. UF/Dist.report #
Page 9 of _11 FDA Use Only

1. Name (give labeled strength & mfr./labeler, if known)

# 1 Ibuprofen, Unk, Unk

#2

2. Dose, trequency & route used 3. Therapy dates

#1 2000 MG # 1 09/20/96 - 02/97

) 42

4. Diagnosis for use (indication) 5. Event abated after use

stopped or dose reduced
] Oyes Ono 3nfa

# | Cyvsic Fibrosis

#2 #2 Oyes Ono Jn‘a
6. Lot# 7. Exp. date 8. Event reappeared after
#1 Unk #1 Unk reintroduction
%] Oyes Ono [ n/a
42 ) #2 Oyes Ono Jnfa

9. NDC # - for product protlems only (if known)

10. Concomitant medical products and therapy dates (exclude
treatment of event)
Pancrelipase

1 2. Phone number

. Contact office - name & address
914-425-7100

Par Pharmaceutical, Inc.
One Ram Ridge Road
Spring Valley, New York 10977

3. Report source(s)
O foreign

6. Relevant tests/laboratory data. including dates
Unk

 study
4. Date received by 3. ® literature
manufacturer ANDA # UNK _ G consumer
06/29/01 IND # _ health
6. IFIND, protocol # PLA # _ | professional
N/A pre-1938 O yes 0 user facility
oTC O company
7. Type of report Product O ye: representative
9 3-day ® initial Q distributor
3 10-day O 15-day € other:
® periodic
O follow-up #

9. Mtr. report #

8. Adverse event tenm(s)

7. Other relevant history, including preexisting medical conditions
{e.g., allergies, race, pregnancy, smoking, and alcohol use,
hepatic/renal dysfunction, etc.)

Cystic Fibrosis

01-141

Pyloric Channel Stricture

. Name, address & phone number

FDA Form Submission of a report does not constitute an
3IS00A admission that medical personnel, user facility,
Facsimile distributor, manufacturer or product caused or

contributed to the event.

Bayer AG
Globa) Product Safety (GDS)

NOV 1 & 2001
Morristown, NJ 07962-1910 (973) 254-5000

4.Initial reporter also
sent report to FDA
Oyes Ono Bunk

2. Health professional?
yes Ono

3. Occupatior
Pharm. Co.
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MED AP A VAU WA G L NE P L ‘ For MANDATORY Mfr. report# 01-142
L s
Comy * ~4-00-
3825072-4-00-10% Page 10 of 11 _ FDA Use Only

A. Patient information

I. Name (give labeled strength & mftr./labeler, if known)

1. Patient 3. Sex

2. Age at time of 4. Weight

identifier event: #1 lbuprofen, Unk, Unk
Unk or 24 months B female Unk Ibs |]#2
Date 0 male or 2. Dose, frequency & route used 3. Therapy dates
in confidence | of birth: Unk kgs | |# 1 Unk # 1 Unk
B. Adverse event 32 w2
1. B Adverse event and/or O Product problem (eg, 4. Diagnosis for us¢ (indicalion) 3. Event abated after use

defect/malfunct.) #1Unk stopped or dose reduced
#1 Oyes Ono Bnfa
2. Outcomes attributed to adverse event 42 £2 Oyes Ono On/a
(check all that apply) O disability —
O death B O congenital anomaly 6. Lot# 7. Exp. date 8. E\fent rezlp;?eared after
O life-threatening O required intervention to A1 Unk # | Unk . reintroduction /
prevent permanent » 1 Dyes Ono @nfa
® hospitalization-initial impairment/damage #2 2 2 Dyes Uno Dnia

or prolonged O other: 9. NDC # - for product proklems only (if known)
3. Date of 4. Date of N _
event report 10. Concomitant medical products and therapy dates (exclude
{mo/daysyr) Unk (mosday.yr) 103101 trljat‘mem of event}
nk

3. Describe event

Fhis ¢ase descer:bes u 2-year old female child who reecived Thuprofen and
Jevelaped Stevens-fohnzen Syadromedtoxic spidenmal necroly sis. The child has
a skin eruption 15 days after ibuprofen intake. Examination 4 days after the
cruption revealed vesicles, spots, flat atypical targets. and full-thickness
epidermal detachment aver the lumbararea. anterior trunk, distal superior limbs,
and face leaving a purple-red oozing dermis. About 25% of the body surface
was involved,

2. Phone number
914-425-7100

1. Contact office - name & address

Par Pharmaceutical, Inc.
One Ram Ridge Road

3. Report source(s)

7. Other relevant history, including preexisting medical conditions
{e.g., allergies, race, pregnancy, smoking, and alcohol use,
hepatic/renal dysfunction, etc.)

Bacterial cultures were negalive as onset. A skin biopsy revealed an intra- Spring Valley, New York 10977 = foreign

epidermal bulla with necrotic keratinocytes at blister margins and spares C study

perivascular lymphocytic infiltrates in the upper dermis. 4. Date received by 5 & literature

The patient was admitied and initiated on pentoxifylline 12 mg/kg/day | | manufacturer ANDA A UNK C consamer

intravenously three times a day. with no further extension of epidermal necrosis, 07/02/01 IND # _ ® health

By lhc’7‘"‘ c?ny, re-cpitheli.a]izalion was cor,]plctc and 17 davs uftf:r p?nrcntcr:ﬂ 6. If IND, protocol # PLA # _ professional

pentoxifylline. she was discharged and switched 1o the oral medication a: the N/A pre-1938 O ves 0 user facility

same dose for 3 more weeks. One month later she was free of lesions. oTC ” O company

[ 1] Sanclemenie G, Roche Ca De la, Escobar CE, Falabella R, “Pentoxy fylling °,

in Toxic Epidermal Necrolvsis and Stevens-Johnsen Syndrome™, Int J Dermatol | |7 Type of report Product © yes repr_ese‘ntatlve

1999; 38: 878-879. C5-day B initial & distributor
) ) C 10-day Q 15-day G other:

6. Relevant tests/laboratory data, including dates & periodic

Unk o follow-up #

8. Adverse event term(s)
Stevens-Johnson Syndrome, Toxic
Epidermal Necrolysis

9. MIr. report #
01-142

Unknown
1. Name, address & phone number
Bayer AG ¢ i
Global Product Safety (GDS) NUV ¢ & l001
Morristown, NJ 07962-1910 (973) 254-5000
2. Health professional? |3. Occupation 4.Initial reporter also
FDA Form Submission of a report does not constitute an Byes Ono Pharm. Co. sent report to FDA
3500A admission that medical personnel, user facility. Oyes DOno 3unk
Facsimile distributor, manufacturer or product caused or )

contributed to the event.




Form Approved by FDA 05/13/97

MEDY " 77" ldimaviuug: vmisey iepw L For MANDATORY  |Mfr. report # 01-143
A Nlﬂllllm LT
Comp
*3825072- 11 Page _11 of 11 FDA Use Only

C Swpertmellention)

|. Patient 2. Ageattimeof | 3. Sex 4. Weight . Name (give labeled strength & mfr./labeler, if known)
identifier event: # 1 Ibuprofen, unk, unk
Unk or__ 82 female Unk Ibs [|#2
O male or 2. Dose, trequency & route used 3. Therapy dates
in confidence | Date kgs || # 1 1200 mg/daily, orally # 1 Unk
of birth: Unk 2 H#2
4. Diagnosis for use (indication) 5. Event abated atter use
1. ® Adverse event and’or O Product problem (eg, # 1 general aches & pains from flu stopped or dose reduced
defect/malfunct.) #1 Oyes Ono @n/a
57 #2 Oyes Ono On/a
2. Outcomes attributed to adverse event , -~
(check all that apply) O disability 6. Lot# 7. Exp. date 8. E\.'ent reappeared after
death O congenital anomaly # 1 Unk # 1 Unk . reintroduction ’
G life-threatening a required intervention to ) ': L Jyes Dno ® nf;a
prevent permanent #2 i 2 i72 Jyes Dno Hna
© hospitalizaticn-initial impairment/damage 9. NDC # - for product problems vnly (if known)
or prolonged 3 other: - -
3. Date of 4. Date of 10. Concomitant medical products and 1herapy dates (exciude
event report treatment of event)
{mo/daysyr} Unk (mo/day/yr) 10:31/01 Unknown
5. Describe event
An 82 year-old female patient was admitted to the hospital by her general
practntxoncr with anemia. She c?mplained of generalized aches and pains frt?m 1. Contact office - name & address 2. Phone number
flu, f@r whnchrshe had been taking over-the-counter Touprofen 1200 mg daily 914-425-7100
for 10 days. This medication was stopped on admission. . -
T\Yu d.l_\::% prior to the admission ske became inereasingly nauseous and vomited Par Phan‘nat'zeutlca!, Inc. 3. Report source(s)
twice. There was no history of hematemesis or melena. Her past medical One Ram Ridge Road & foreign
history consisted of hypertension and chronic renal impairment (secondary to Spring Valley, New York 10977 O stud 5;
renal artery stenosis). angina. mild left ventricular failure, gout and _ ’
osteoartilis, 4. Date received by s A literature
tHer hemoglobin on admission was 6.5 g/d] and she was transfused 4 units of manufacturer ANDA # UNK _ O consumer
blood. Two days ialer it was noticed that she began passing black stools andan | | 09/13/01 IND # _ R health
upper gastrointestinal endoscopy was carried out which demonstrated altered | [ 6. If IND, protocal # PLA & _ professional
bload in the duodenum. She was treated with a proton pump inhibitor. The N/A pre-1938 O ves O user facility
fotlowing day her hmnogl?b'in dropped to 5.8 T2/’(]! after 3 further cpi_sudcs of o1C O company
{nc]cnu.und she became ?lmluull)’ shocked. After numcrous transfusions and P F - Product O yes representative
inotropic support the patient unfortunately passed away. : ¥pe ot repo A
A post mortem was carried oul which demonstrated hemorrhagic duodenitisand | | P 5-day  ® initial C distributor
2astritis presumed secandary to the ibuprofen ingestion. There wasno evidence | | O 10-day O 15-day C other:
of helicobacter pylari infection. ® pertodic
T follow-up #
6. Relevant tests/laboratory data, including dates §. Adverse e\./ent tenn(.s) . o Mf_':'. report #
: = Hemorrhagic duodenitis, hemoglobin 01-145
decrease, black stools, gastritis, vomitting,
7. Other relevant history, including preexisting medical conditions nausea
{e.g., allergies, race, pregnancy, smoking, and alcohol use,
hepatic/renal dysfunction, etc.)
Hypertension, chronic renal impairment, angina, mild L ventricular 1. Name, address & phone number
failyre, gout ostecarthritis, renal artery stenosis Bayer AG o e
bk ’ Global Product Safety (GDS) N 1 & 200

Morristown, NJ 07962-1910 (973) 251-5000

FDA Form Submission of a report does not constitute ar. 2. Health professional? | 3. Occupation | 4.Initial reporter also
3500A admission that medical personnel, user facility, ® ves O no Pharm. Co. sent report to FDA
Facsimile distributor. manufacturer or product caused or ’ Oyes Cno ®Bunk |

contributed to the event.



T/1T 114

LI RAAV aULIG S vaieb

0-12%

ACADEMIC EMRRGENGY MEDICINE ~ July

*

nSwwt &

N

2009, Yolume 7, Nimber 7

Serious Toxicity in a Young Child
Due to Ibuprofen

ELiF E. OKER, MD, LUKE HERMANN, MD, CARL R. Baum, MD.
KATHLEEN M. FENTZKE, MD, TODD SIGG, PHARMD.
JERROLD B. LEIKIN, MD

An 18-mouth-old msle

pregentation, the patient waa found

While metebolic acidesis has been

partment (ED) for evaluation of lethargy and epnea. Four hours before

an ingestion of ms much as 7.2 groms (600 myp'ke). The ED course wax
yerarkable for a 30-second tonic—elomic seizure. Laboratory acalysia
was notable for metabolic acidosis. Fous-hour and 7.5-hour serum ibu-
profen Jevels wera 640 and 39 pg/mL, respectively. Following treut-
ment, the patient improved and was extubated the next marning.

ceeding 400 m@/kg, seizures ocourring early in the course of ibuprefen
toxicity have been rarely noted Key words: ibuprofen; peisoning: pe-
diatrics. ACADEMIC EMERGENCY MEDICINE 2000; 7:821-873

proaeanted to the amergency de-

with ap empty battle of {huprefen,

{requently described at doges ex-

Ibuprofes 1n a commonly used over-
the-counter nonstercidal anti-in-
Aammatory anslgesic derived from
propionie acid. In general, overdoses
of ibuprofen result in mild effects.
These cffects include abdominal
pain, Dpauses, vomiting, letharyy,
headache, tinnitus, nnd ataxca.’ Se-
rious toxicity, imcluding come, wp-
nea, metabalic acidosis, hypaten-
sion, bradycardis, and renal and
hepatic dysfunction, has been ob-
gerved in ingestions of more than
400 mg/kg. Symptome usually de-
velop within four hours of inges-
tion.'"® We describe s child who da-

From the Depsrtment of Emcrgency
Medicine, Univarsity af Idinois at Chi-
cage {(EEO) Department of Emxergency
Medicing, Cook County Hospitad (LH);
Dypartment of Pediatrics, Northwestern
University Medical Centar/Children’s
Memorial Fospital (KMF, CREX Depart-
ment of Internal Medicne, Rush—-FPreas-
byterian-St-Luke's  Medical Cenler
¢JBLY: Toxikon Consortium (EEQ, CRB,
JBL); and Illinois Poisen Center {TS),
Chicagu. llinais.

fleceived November 11, 1993 ruvision re-
ceived March 7, 2000; acceptad March 8,
2000.

Addresa ot cotrespoadance aqd reprints:
Elif 8. Oker, MD, Department of Emer-
gency Medicine, Univoreity of Iliinois at
Chicago, 1740 Weat Taylor Styrest, Suite
1600, Chicago, IL. 60612. Fax: 312-996-
2727; e-mail: istan_bul€msn.com

valoped gevere symptoms (geizure,
azetabolic ocidosis, apnes, rad leth-
argy) after an ibuprofen jngestion of
up to 600 mg/ks. Tha symptoms Yre-
solved in approximately eight hours
with no Jong-term sequalaa to date.

CAsF REPORT

An 18-month-old. 12kg male with
an unremarkable past madical hie-
tory was brought te the emergency
department (ED) for evaluation of
lethargy. According to the nerents.
the patient was ‘found apprexi-
mately four hours prier to presen-
tation with ar smpty bottle of ibu-
profen, and with pill frogments n
his mouth. The patient bad two ep-
jsodes of emanis; pne gpoataneoud
and the other manuslly induced by
s grandpares:. ARer a briel period
of relatively normal behevior, ihe
parents nolad that the patient be-
camue limp snd was not easily
aroused. Tha patieqt subzequently
became apneic, prompting the par
enta to bring him to the ED The pa-
tient's past medical history included
eczema and otitie media. Bia par-
ents indicated that he wag occasion-
ally given pseudocphedrtiae but o8
not given any in the 1ast 24 hours.
Further, it was discovered that his
grandmother toock lininopril, for
which all tablets were accounted.

# o/~ s

2000045820 821

Later investigation indicated 3 po-
tentim] sngestion of as much ae 7 2
grams of ibup-ofen (600 mg/kz..

On presertation to “he ED. the
patient war jethargic Vital signs
wrrn tamperuture (rectal) 96.8°F,
respiratory rata 16 preaths/min.
heart rate 125 beats/min, and blood
pressure 11848 mm Hg The pa-
tients vital signs remeiged in this
range througneut his ED course
Physicsl exarm was aigniflcant fer an
iptacl gag reilex, reactive pupila (5
mm), and withdrawal from painiul
atimuli. He rwceived, in increments,
a total of 600 mL of normal salice
end 1 mg of naloxoas without re-
sponge. A short time later the re-
tient sustsined a 30-sscond tonic—
clonic seizurt, which resclved with
lerazepsm limg IV push. The pa-
tient then bacame wpneic, requiring
endotrschesl: intubstion. Subee-
quent lavage with a 12-Fr nasogns
tric tube and 300 mL f normal ea-
line revealed emall pil fragments.
Activated chgrenal wes then admin-
jatered. A modium bicarbonate bolue
of 12 mEq was sdministered. fol-
lowed by an infusion of DN and 24
mEqg/L podium bicarbomate at 90 =L
pér hour, in ight of the patient's per-
pistent acidosis.

Laborztory analysis was notable
for arterial blood ges pH of 7.20
uCO; of 39 torr, pO;, of ¢ torr, and
HCO; of 15 mEwL on 100% oxygen.
A second arierial blood gas, drawn
sporoximately one hour after the
6rut, demosdstrated a pH of 7.29.
pCO, of 8O torr, pO, xf 336 17T, and
HCO; of 14 mEg/L. Saram chemis-
tcy obiained during the seme period
revealed Ne* 140 mEq/L, Cl” 107
mEqgL, HCO; 17 mEqL, E° 49
mEgL, BUN 18 mg/dL, Cr 0.4 me’
dL. and giucose 157 mgrdL. The
complete blood eount wae unremark-
able, end nerum aniicylate. aceta-
minophen, ‘and etharol levels were
pegative; cripe todcology ecreen
was negative for cocaine, phencyeli-
dino, opiates, benzodiazepines, bar-
biturates, sad cannabincids. An
electrecardiogram demonstrated =z
ginus thythm withcut QRS prolon-
gation. A four-hour rerum ibuprefen
level was €40 pg/ml..

The patient was then transferred
ta a tertury care childrep’s hos-
pital. A hood gms obtained after
transfer demonstraied » pH of 7.26,
while concomitant serum chemistry
showed bizacbonats of 18.2 mEq’L
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though these researchers abio progosed the
acquired pathogenesis of duodenal dix-
phragmms. it is uackear as (o ‘whaar nonmu:l.al
antinflammniney dups were an ctiologic fa:!or
Several potcible differentia) dingnases in-
luda duadenal strictuses that resulr from other
causes such as poussium-isduced mclre of
aecplastic, ischemic, inflammstory {&.2.0
Cruhn's disexse). apd infectous (e.g.. tbercur
losis) causes, all of winch could be excluded
or. clinieal and pathalogic grounds. :
Duaictn] diapheagms are difficult o &-g
fi0s¢ precperazively. and even af laparotomy. -
tess drodencomy with &gial exploration of the
hemen is peformed because the thia daghrgm
connot be desoread by palpoGon of B intacx
duodenusa. Upper ymmnxl series o hy-
potonic daodenography. which asn pive & high
dagnosiic yield. caq shaw comples ar meodt-
plett obxrucion az the dixdenury: when bartun
passes though the eccentric opesing, e wall of
the dlaphragm can be ideswified as 3 fcent lice
o0 these stufies. However, 3 mdiclagist can also
miss the duodenal diphragm if ¢he daphragm
rerzmdies exagperaced mucnsnl folds. i
Sung Evu Rhs
JarHeelee
Suna Yonp Lee
© Scung Man Purk
Qur Lady of Mercy Hospiral
The Cathotic Vniversits of Korea
Inchon #03-016. South Xorsa
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CT Derection of Tracheobronchial ©
Calcification in an 18-YearOld an -
Malntenance Warfane Sodium -
‘Therapy: Cause and Effoct? :

Cddﬂ:ﬁwo‘wxhsouundnalmbgem
chest radiograpts bas Jong been coznized &
m sxc-eciand phenomeon {11 Amugxﬂ'
hasbcnslmnmb:mxmmmmcpms
mo!mwmﬁmdaw
ventiond] sadiography (2), this finding’ is sn'!l
sge-relued, ocourring alyrosr exclusively inpe
ferks who are more than 40 yeass old. Vil
Mlmnfmmhundzﬂduﬁmoﬁm
Clinan I&ywohmnxmzhw
t2rm warxin sodiamn thecapy.

Ml&mﬁmmahlsnrydnm
genital miral valve repurritation presented vt
mmzdymdammmtc-
cause she had underpona smicni wive mplace-
mem X oge 14 montrs ond againat 11 yanuhc
hudmuaedbng—(umwfummdumw
In addion, mmm-ud(wvemnﬂx
mmmfwd\emsmn
cent declines ir. puimonary Srwition tex Teivks
Ind catdae eathetximtion firdings of palm)
nnyuurnlhymmpnmpwdnh.p)mm
gon CT txamiration of the chasr o exclude
dmg-induced pulthonary imseraisia) Borosis; CT
faller| to reveal any intersiifial kg dicse bl
clearty shawed the incicental rmﬁm;oft::r:o
tronchinl canikyge ckificadon (Fig. 3, whick
could easily have been missed on acmm
graph obained the same day.

Durinz tae past 15 years. two nnldshnv’
reported macheobronchiat carlilage ealcifice-
oo on chest radiographs of d’hldrnl\_uho

AL3=DS DMAQ 3/ 9H

had undergone mital vaiwe reploccment sur.
sroy In Uese reponts. Tour of five piuents
wese Xnown to be maued with warfazin s
dium, implicatiag the deug us aa elalogic
agent 13, 4] Subsequen: work showed 3a 10
c:eazed aidonee of rscheobronchin! caici-
feacion in aduls cecerviag warfann sadium
versus (hal in age-maiched control srbjecs
(47% versug 19%. respeltive’y) (3],

The mechmnism of ‘warfarin sodium-in-
dacod wacheobroochial ardiage calcif.cation
remains obscure Becaurp It ix also 3 noAnal
noe-ritred process. However, beenws war-
Farin embryopathy :m!rsu as eateificoniun
ia and aroond jointe mdmmy and n2zal ear-
tages, it is passible thar the mechaniims of
Geie T eatfies are relued. Resischers
=Hudying ras hae ‘uudcdccf\clnon of carti-
lazc and elasic compesiive tisste in ¢oimals
maintsined on wasfarin "[6-!] These fading<
suppont the hypothesis @ worfirin ‘ohibits
sormal formadion of a ‘ritumin K-drpendent
Frowin that prevents cakifieadion of cutilyge
and conrective tissus.

Az more CT examingtions sre performed
on younser patieats reczivipg warfarin, more
cases of trach Mal zalelfi wAlH
e seen, Padiologies should realize *hat this
Snding is not normal in pediutric o voung
adult paticnts and thold be gware € tr 2t
socition with warfarin Sodium thera;y.

: Aparta Jast

. Walter E. Berdon

Carrie Ruzal-Shapuc

Robyr J. Bart

Babies and Chuidren’s Ho:pud of New York
Col:imbiu-P:esé: :endn Medica: Cearer

* New York, N7 10032
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infecnan, espocially with Eicrerichta coli, s
sgongly associated with thas entity (2).
Multiphasie contrasz-eshanced dymamic
MR imaging was gffective in depicting the
disapperados of the corioomedmlary junc.
uon sod multiple small nodulat lesions in the
kidoey. thus revealing the diffuse distribesion
of the dceme, Images obtained using this
lechinique may provide s beaer uadorsund-
ing of the dismibution of the mukinodular
type af renal malacoplakia and may increase
1ts radiclogic prevaiesce.
Tumotsy Karnichima
Thomas Jefferson Untversity Haspital
Fhlladalphia, PA 19107
Kasuyosdi o
Yamaguchi Universily Schoo! of Medicine
Yamaguchi 755-8503, Jepan

100 Awaya
Donaid G. Michat
Thomas Jefferson Univarsisy Horpisal
Phiodeljphia, PA 19107
Refergnces

§. Yoo Mangemana D Uber malakoglakie der nam-
Blwe. Virchows Arch 1903.173:302

2. Dobyas OC. Yhureng L0, Ekuacysa G Renal
maizioplakis reappraived. Am J Kidney Di: 1971,
13243252

Ducdeaal Diaphiragm Assoclares with
Lang-Term Usa of Nonsterokdal
Amtinflammacory Drugs: A Rare Casce
of Duodenal Obztruction |n an Adule

Ducdenal diaphragm or web in an aduk is
a rr¢ disease wits congenital and seqairnd
cauges. In paticats wich congenital deoderl
dwphngm, the obaractive Sysploths Gsu-

520
~4q24

AERG T
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slly occur doring ln®acy. but the onset of
aympoms begins during sdulthcad in ap-
proximately 30-35% of the patiean [1]. Te
the =onmary, owltple dixphragms in the
sall bowel arc acquired lswions thy are
ususly eamied By the long-Tenn use o noo-
curoida) antiiofimomatory drags. In facy, di-
aphrugms accurring et the duodenury apd
small intestine s macrascopically snd mi-
croscopically similar 0 each other: thexe-
fore, some researcness (2, 3] uomd the
sune pathozznesis. Alhough » sumber of
cases of small-ineestinal diaphragzas due @
Ioog-temn use of soosinreidal andinflayma-
oty arugs have been reposted in the Esers-
o, no tepal reganding the dcodenal
diaphragmn 2scociated With noostercids] Koti-
inflammatory drugs n & adnk bave been
poblished in the adiology Lierature. © the
best of aur kmowledpe.
Ass-ymumnpmqnnmwrhwp-m
for suxgical weatmere of avascelar recoveis of
bot bips. 1 Mhummngmuuum-
tirfarmatory dregs axd steroids (piroxicem,
ibuprafen, snd betamethasode) for 4 ysars to
relieve hip jowt pain. I addizion to complidn-
ing of hip faint pain. he bagan 10 complam of
cpigabic pais with 4 duraios of | mondy
Therefore, excoscopy waw performed ! moath
before hopital admission. revealing om active
ulooralion n the prepyloric somum: & tha
time, thera was 0o evidence of duadenal ob-
shuction. At admission, fhe pamient. com-
plained of frequent norhibous vomidng.
Upper patrointeeiinal series revealed smooth
rarowing of the pvianc ¢anal and magiosd dis-
terwion of the frst and secood portion of the
ducdesurm (Fig. 2A). On & 45.min defayed

#4347 SN AAvd

20900898¢

commesian pon suicpmaph. 3 lgnginding
disphragmm was vﬂmhzrd at the -:bmaed
n&wﬂmﬁm-dayc’bmmr FTINRT
e disted duodemum (Fig, 28)

Explorautory hpuomy was pc:formbd w0
relieve Wie patient’s: symproms. Duodanat-
omy revealed an insaRiplele Lo thick dia-
phmald:elhudp-?monofmedwdmnm
which was & manbraiious type wit: a ocntrel
Gny aputare Adjscent duodens! macoza
was markedly ederous. Dungy, fusgciy.
katel excision of the isplragm u:d sublozal
gastrectomy wers performed. The patleit
was discharged fmm;-m: Rospiua) énd kad 35
uneventful recovery With compled: velief of
cbsyuciive symploats.

The precise pahogenesis of smaMl: bowe) dlu-
pheagms cxaead by tahg-erh use of nonston:-
dl zainflxnmaory Hrops is oot celn, b
Gaing &1 al [4} wpresed tha circimferendsl
eloeration in (he mnall intestine might be the
precurscr of intesan diaphregms. The subemu-
mlg.m.:hmumd’hehdbhukem-
tares imo cellagenocs cir Tstue tol confracts
10 creais the webs or sizphrapms. The semyhlorr-
testiral dn;lmpl ciused by long.rerm we of
rorstertidal  satpnflemmstory  dugs  and
duodenal disphragms’ are similar myacmecop:-
cally anid miecoscopicilly [2]. tn both cases. di-
stuegms ae formed by the mucoss and
subrmucasa of affocted biwels witho & cvidence
Of wearting or thickening oo the scrosal sarface.
Therefore. sxne rescarchen [2, 3| propeaed
that the Acquired pangprasss is rlited to non.
steroida) sntiinflaremeiary drug ingesion Tn
1971, Bibea atnl. [ﬂwu'hdahrgemeof
12 Fagite stictum &f the descending doode-
oum sear With postiviibar duadenal ukeess. Al-

Fig. 2i—~55-yuar-old man wen
duodat.al dlaphoagm.

A Upper pastrommtantinel satio-
Oraph shows smooth Prertving of
pylacic:conal and marked cistertion
of (u<t:and aacond perien of doode-
nan (D). Alsa. nota masked paseage
distarhence A thied. porfon of
BUOCOIMM Do dISTY Beoreiel lacp
|amowd. S = stomach.

9. Cortpraseion apIt GIAKGTIDh 83
takind it 45-min dalny shows lan-
gRasitd cadintucant ine {arrovesi
wt pbuyucted alte, mirmcking ezag-
3 geravt mucasal [okd,

q .
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though thes¢ rescarchen alsg propassd -G
acquired patkagencis of duodenal dia-
phragrra, i 5 unclear 85t whether conesecidal
arkinflummnatory drugs were s ssotogic fada
Several poselble &fferendal diagnoset in-
Aude duodemal soricgres St pesult from odues
causes such as potassivm-indnoed eictur: or
acoplastic, izehemic, inflammatory (€8
Cruhn's dizaats). and infectous (2.2, Tharcu-
tosic) csuses, all of which could be exclrded
on clinwcal and pathologic grounds. -
Duodonal & are difficilt to dag-

oo txse sucics. Howeves, s tadiclogist con slso
rescmbict cxagaended mocosal folde. -

Sung Eun Rba

Joe Hec Lee

Sung Yeog Lee

. Seoqp Man Park

Our.Lady of Mercy Hozphal

The Carholic Uriversity of Karsa

tnchon 403-016, South Xorea
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wrb. $ O 4 Med 199750393394
. BMGGH.MMLIHMIP.M

MM, ubens HXL. Duodeml dizpheegenifie
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Ag- 1—18-vaar-old weoman anlong-term warfacia so-
Suen tharapy 3haz TS vitve TeplicOmBRe.
Aand B, Unenhznced CT scans of chust show epleit-
~7don of achvasl (A and bronchish () cartiage.
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CT Detection of Tracheobroachial
Calcificadion Inan 18-YearOld on
Maintenance YWararin Sodium

Calsificuion of tacheckronchial cxiiage on
MMMM‘MM#
an ago-related phemenca [1). Althatgh CT
has been thown to be more seesitive T e pres-
eace of macheobrmneiial calcificrsion thiln ot
yesional mSiography (2). tuis firdicg'i sl
age-rdged. coommrig Himost exchzvaly in pa-
Cenits who arc Twore than 4C years obd We o
port & case of Facheotronchial calcificion o
CT in an 18yearold woman receiving leag-
1enm wadwin sodum Sempy. ¢

An 18-yoar-cld women Mih 2 histxy of ooos
geaital mit \alvo sezucrimsion pomscold with
jacoeming dyspres and cxercise frtoleranee. Ber
canec. she hed undcrposs cursl valve-geplace-
men as age 14 mondsz d aguim at 11 years, she
1n ackirion. she Jad bren Gesicd far vepriclar
ampy-&-nbd-omhrhpmﬁygnh—
nent dectives in putronary fonctian il cade
nery ericrial fypenersion proczped a bigh-reso-
sion CT examination of e chee w0 Exchede
Aug-inducd inecrscitia? Skousts. CT
fafted ® reveal any imcrsitial ooy ‘Gsdse bt
clemly showed the incidenest finding of fracheo-
booechial catilage Gicifalion (R 3, which
c2ild casily oo boen missed on o chesk adio-
sroph cbiained & sume day. o
Dusing the past 15 years, two articics have
tion ou chemt radiograpbs of childee who

™,
X

oRa ¥y3AvE

bad undergone mirral valve repls wmeat s
pery. In thee regoiss. four of fwe pients
were Jawwn 10 be teaed with warfarin so-
dium. implicating Ge drup 25 ia etiologic
agent 13, 4). Subsegient wack hrwed  in
coensad incidance of tracheobronzhial caler-
fication in adahs receiving warfarin sodwm
versua that in sge-sassrbed connol subject:
(47 serane 19%, sspectively) 5]

The mochanism of warfarin sodium-in-

Quced wacheobroneliial cartilsge wtciication

pins ob b 1 ir 2isd 8 nocmal
age-veiaxcd procesy;; However, because war-
farin crobryopathy Tanifess a¢ calcificaions
in and moond jointsand sirwey and masal cx5-
tlger it is possiblc thar the mahaniims ol
these U0 entities iare relscd. Rescsrchers
sradying rats have found calcifiution of cart-
tage ond chastic cognective dimus in smimals
wmaincined on warfarin [6-8) These fodings
copport e hypathewly that wartin inhibies
pocmal femasion of a vitemin K-dependent
srocie thet provems calcificmion of canilagr
and cornective Bssus.

Az mrore CT examinatioas act performed
o youmges patentzireceiving s wfann, reore
cases of trachechstnchisl calkifzotion wilt
be soen. Radiologists should renfize thal diis
finding i not norwal ia pedisine of younp
sdult pationts aod thould be oveare of its o5
sociation with wartarin sodian thesapy.

E Agarna Joshi

Walie- E. Berdon

Carric Rural-Shaptro

2 Robyn J. Barz)

Bables and Chitdren s Hospinl of New Yorx
Columbio-Preshyterian Medical Carer
M Yor':, NY J0032
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

A. Patient information ) ' ) C. Stispect medication(s) °

1 1. Name (give labeled s'rength & mirdabeler, if known)

1. Patient identifier ' 2. Age attime i3, Sex I 4. Weight
of event:
36 yrs
| ‘ 1 or U -__’:_ . female 180
{ or
o o S, | e |
n confidence of birth: Qe |- TR

B. Adverse event or product problem -

Product problem {e.g., defects/malfunctions) I

1 .. Adverse event and/or

Page tcf3

Corporation

manFatymie

epont ¥
200111977BCC

Approvact by FOA on 322194

UFD st repon 8

FDA Use Only

" 2. Outcomes atiributed to adverse event
{check ali tha' apply)

. death

life-threaiening

disability
congenital anomaly

imoddery required intervention o prevent
permanent impairment/damage

other:

hospitalization - init:a' or prcionged Med. Important
"3 Dateot T T T a patet T T
event 28-SEP-2001 this report 19-DEC-2C01
v aa

feew

5. Describe event or problem

SHAKINESS

BEGAN TO SWEAT

STOMACH PAIN

STOMACH BLEZEDING
Bloed in stool

Global narrative:

by a consumer via a Consumer Care
Representative in the United States,
received on 01-0CT-2001.

A 36 year old male patient of unknown race
was treated with ALEVE SINUS & HEADACHE
CAPLETS-10S (naproxen sodium 220 mg/
pseudoephedrine HC1l 120 mg) for the

indication of sinus headache at a dose of *

6. Relevant testsaboratory data | irciuzing cates

None reported

: 7. Other relevant hislory, including preexisting medical conditions

; (e.g.. allergies, race,
pregnancy, smoking and alcohol use, hepaticrenal Cysfunction, elc }

UNK
Pregnant:

Race:
NA

i
1
[

This initial spontaneous report was provided

and was

I

Submission of a repert does not constitute an
admission that medical personnel, user facility,
distributor, manufacturer or product caused or

ch(ributed fo the event .
em completed on conlinuation pages.

FDA

Toman Facsimie of
Era Frre 98004

R 7]

S D

}m Aleve Sinus & Headache

1
#2 Advil (IBUPROFEN)

Caplets

. 2. Dose, frequency & route used

-

LAl

3. Therapy dates (if unknown, give duration)
HOMUIZ |LIr Dast ;alma
-

(4]

| 72

[4, Diagnosis for use (indicalicn)

el Sinus headache

' n2

sinus headache

6. Lot # il known)

. «

or dose reducad
g — —
M yes.__! no_ . doesnt
‘ T . .apply.
B — - 42 yes "no . coesnt
apply

' 7. Exp. date (f knawn)

I 5. Event abated after use stopped

#1 ) o1 8. Evenlreappeared after

: : i reintroduction

) » H . H BN X

tez " i . i® _ _yes no  doesnt
9 NDC # - for procust problems only (if known) 1‘ X : apply .
" NI w2 NI '*2 yes no . doesnt

- — — — e : apply_ |

16 Concom tant medical products  and thuia; y Cates (exclsde reaiment of event) i
|

1. Contact office - name/address (& mfrng site lor cevices) | 2. Phone number

i Bayer Corporation I 888-765-3203
Pharmaceutical Division :

. ; 3. Report source
400 Morgan Lane | {check all that apply)
West Haven, CT 06516-4175 ! foreign

; H study

! \ * fiterature

; l . .. consumer

H o

! | health

Date received by manufacturer 5 ‘ professional
i ot v (AJNDA# 21-076 _ user faciity
61-0CT-2001 | .

INDE . company

e __,,_,w.__-._’ ) representative
€. 11 IND, pretocol # I PLAK ___ . =

; | o distributor

f_ - | Pre-1938 yes L other: '

7. Type of report oTC - *

heck ail that / :

| u(c eck a . at apply) product . yes

! 5-day 15-day = ==
I 8. Adverse event termys)

10-day .". periodic NERVOUSNESS, SWEATING, ABDOMINAL
" il folow-up#. | PAIN, GASTROINTESTINAL
HEMORREAGE, GASTROINTESTINAL

’ 9. MIr. report number HEMORRHAGE
200111977BCC

1

| 4. Name, address & phone #

oad

prone : (NG

UNITED STATES

2. Health proiessional? 3. Occupation
. o
~. yes .. no NI

T

! 4. Initial reporier also
| sentreportto FDA
i P —
| .
S

.. Yyes unk

DEC 21 2001
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Jayer Corporation

“TAA Patient identfier " 7G.9. Mir report number

I\'lEDWATCH ; ’ :202111977ecc base 23

B 5. Describe event or problem

[continuation:] 220/120 mg on 28-SEP-2001. He also reported taking Advil (ibuprofen) 400 mg right
after taking the Aleve Sinus and Headache. The consumer experienced the events SHAKINESS and BEGAN
TO SWEAT within four hours after taking the products. The consumer also experienced the event of
STOMACH PAIN and said he had STOMACH BLEEDING which he thinks has been caused by the products. He
discontinued use and his symptoms subsided on 29-SEP-2001. On 30-SEP-2001, at approximately 10:30
PM, he proceeded to take another Aleve Sinus and Headache followed by two more Advil. The consumer
reported waking up on 01-OCT-2001 at about 1:30 A.M., feeling shaky and sweaty. The consumer
stated he continues to experience these symptoms as of 01-0CT-2001. No further information was
provided.

Bayer global comment:

The event STOMACH BLEEDING with the symptom of blood in stcol is serious {medically important) and
listed in the U.S. Product Information for Aleve Sinus and Headache (naproxen scdium /
pseudoephedrine HCl). The event SHAKINESS is non-serious and is not listed. The events BEGAN TO
SWEAT and STOMACH PAIN are non-serious and are listed. Based on the information provided for this
case, a causal relationship between the events and naproxen sodium/pseudoephedrine HCl
administration cannot be excluded. This view is supported by a positive temporal association and a
positive rechallenge for the events SHAKINESS and BEGAN TO SWEAT. However, the consumer reports
taking 400 mg of ibuprofen in addition to the Aleve Sinus and Headache. This may be a possible
alternative explanation. More information will be requested.

C 2. Dose, frequency & route used {Suspect #1)

Drug name: Aleve Sinus & Headache Caplets

Pose, frequency and route Therapy dates Lot number Exp. date
220/120 MG ONCE ORAL 28-SEP-2001 230231F ??-MAY-2003
220/120 MG ONCE ORAL 30-SEP-2001 230231F ??-MAY-2003

C.3. Therapy dates  (f Lainown, gve duration) (mofday’yr; (Suspect #1)

See table of dose information for C-2 above

C.E. Lot #(if known) (Suspect #1)

See table of dose information for C-2 above

C.7. Exp. date {if known) (mc'day yr) (Suspect #1)

See table of dose information for C-2 above

DEC 21 2009
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VA7, Patientidentifier

NﬁEDWATCH l — ?2001119775cc

| ;

"G.9. Mir. report number

Page 3of3

C 2. Dose. frequency & route used (Suspect #2)

Drug name: Advil (IBUPROFEN)

Dose, freguency and route Therapy dates Lot number
400 MG ONCE ORAL 28-SEP-2001 NI
400 MG ONCE ORAL 30-SEP-2001 NI

C3 Therapy dates (* u—rnidan gee dura@iion; (M Ciyy'y ) (Suspect #2)

See table of dose information for C-2 above

C 6 Lot ®(f hnowr) (Suspedt 52)

See table of dose information for C-2 above

C.7. Exp. date [ knowr, o ud, 7 (Suspect #2)

See table of dose information for C-2 above

G 3. Report source ‘cther)

BAYER CONSUMER CARE USA

DEC 21 2001



RECEIVED gt DRUG SAFgTy SURVEILLancE

L

DWAIT(H
mmumm

p 0 0
1. Patient identifler |2 Age ot time J. Sex 4. Weighr
of event.
34 mo ( )fematle
In confidence
B A

. X Adverse svent snd/or

Product probiem (0.g., dohctnlmdﬁn:uona)

I ndx‘vl.dua‘

 SA0ngiiti

Page —of

Safgt Repore

L

MoNEIL CONSUMER PRODUCTS COMPANY o
FORT WASHINGTON, PA 18034

.’
!

1. Name (give Isbeled strength & mir/isbeler, if known)

2. Dose, frequeney rowts used

or : wk lbs [a Children’s Motrin [buprofen Oral sm
Date or ?
of birth: 05/15 /95 (X)male kgs %wm oive dur, "

trompne (g L timace}

5. Dessribe svent or problem

Notification via company repressentative of physicien
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